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ABSTRACT
◥

Purpose:Thiswas a Phase I/II trial of the novel checkpoint kinase
1 (Chk1) inhibitor SRA737 given in combination with gemcitabine.
Its objectives were to establish the safety profile, recommended
Phase 2 dose (RP2D), pharmacokinetics profile, and clinical activity
of SRA737.

Patients andMethods:Patientswith advanced solid tumorswere
enrolled into dose-escalation cohorts and treated in 28-day cycles
with oral SRA737 on days 2, 3, 9, 10, 16, and 17, and intravenous
gemcitabine on days 1, 8, and 15. Treatment was continued until
progression. Each expansion cohort included up to 20 patients with
specific genetically defined tumors.

Results: The RP2D was determined to be 500 mg SRA737
combined with low-dose (250mg/m2) gemcitabine. Of 143 enrolled
patients, 77 were treated at doses of at least 500 mg SRA737

combined with 250 mg/m2 gemcitabine. Common toxicities of
nausea, vomiting, fatigue, and diarrhea were primarily mild to
moderate, and rarely led to treatment discontinuation. Anemia,
neutropenia, and thrombocytopenia were grade ≥3 in 11.7%, 16.7%,
and 10% of patients treated at the RP2D, respectively. The objective
response rate (ORR) was 10.8% overall and notably the ORR in
anogenital cancer was 25%. Partial tumor responses were observed
in anogenital cancer, cervical cancer, high-grade serous ovarian
cancer, rectal cancer, and small cell lung cancer.

Conclusions: SRA737 in combination with low-dose gemcita-
bine was well tolerated with lower myelotoxicity than has been seen
at standard doses of gemcitabine or with other combinations of
Chk1 inhibitors with gemcitabine. Tumor responses were observed
in anogenital and other solid tumors.

Introduction
DNA damage in cancer cells occurs as a result of multiple endog-

enous and exogenous factors. Endogenous factors include rapid pro-
liferation caused by oncogenic signaling and inability to repair DNA
damage due to defective repair mechanisms or abnormal cell-cycle

checkpoints; exogenous factors may include chemotherapy or radio-
therapy used in cancer treatment (1). Checkpoint kinase 1 (Chk1) is a
key component of the ATR–Chk1–Wee1 pathway; it is activated in
response to replication stress (RS) and double-strandDNA breaks and
is associated with stability of the cell-cycle S-phase. Cancer cells can
have a loss of fidelity of the G1–S checkpoint and oncogenic signaling,
which leads to RS. In this context, the role of Chk1 in cell survival is
critical (2). The current study investigated the combinationof the novel
Chk1 inhibitor SRA737 (Sierra Oncology, Inc.) and low doses of the
chemotherapeutic agent gemcitabine. Gemcitabine, a pyrimidine ana-
logue, undergoes a series of phosphorylation steps to be converted to its
active form, gemcitabine triphosphate, which is then incorporated into
DNAandRNAwhere it causesDNAdamage andRS (3, 4). In addition,
gemcitabine is an irreversible inhibitor of ribonucleotide reductase, a
critical enzyme responsible for the production of the dNTP, which are
important building blocks ofDNA replication. Importantly, preclinical
work has shown that low, non-cytotoxic concentrations of gemcitabine
in combination with Chk1 inhibition can result in tumor growth
inhibition, thought to be a consequence of dNTPdepletion, resulting in
stalled replication forks, RS, and activation of Chk1 (5–7). SRA737 is a
novel, orally bioavailable, selective Chk1 inhibitor that has shown
activity as a single agent and in combination with gemcitabine in
preclinical models (8–10). The combination of SRA737 and a low dose
of gemcitabine is hypothesized to have synergistic antitumor activity
while circumventing some of the expected toxicities of DNA damage
response inhibitors in combination with gemcitabine (11–17).

Patients and Methods
Study design

The objectives of this first-in-human, Phase I/II, open-label, dose-
escalation study were to establish the safety profile, recommended
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Phase 2 dose (RP2D), pharmacokinetics (PK) profile, and clinical
activity [including objective response rate (ORR) and duration of
response] of SRA737 in combinationwith low-dose gemcitabine (LDG).
The trial (ClinicalTrials.gov identifier NCT02797977, EudraCT Num-
ber: 2015–004467–36) was conducted at 21 centers in the UK and Spain
between August 3, 2016 and April 8, 2020. Research ethics committees
approved the study protocol before initiation of patient enrollment, and
the studywas carried out in accordancewith theDeclaration ofHelsinki,
the International Conference on Harmonization Guidelines for Good
Clinical Practice, and applicable local regulations. The study was
approved in the UK by the Research Ethics Committees (REC) London
Center and in Spain by the REC at 12 deOctubreHospital (Madrid). All
patients provided written informed consent before taking part.

Participants
The dose-escalation phase included patients with solid tumors after

prior standard-of-care chemotherapy, World Health Organization
(WHO) performance status 0–1, and organ function within limits of
standard Phase I studies (Supplementary Methods). Tumor type–
specific expansion cohortswere planned to recruit up to approximately
20 prospectively identified genetically defined patients in each cohort.
Enrollment of expansion cohorts was initiated before the completion
of dose escalation with subjects enrolled at the highest dose level
determined to be safe and tolerable at the time of their enrollment.
Subjects were able to undergo intra-patient dose escalation to receive
higher doses of SRA737 and/or gemcitabine if a higher dose level had
been deemed safe and tolerable.

The prevalence of genetic alterations related to increased RS
hypothesized to enhance response to Chk1 inhibition varies depend-
ing on the tumor type. To select for patients with higher levels of
endogenous RS, and therefore potentially greater benefit from
SRA737 þ LDG in the expansion phase, patients were selected with
tumor types known to harbor high levels of genomic instability:
high-grade serous ovarian cancer (HGSOC), small cell lung cancer
(SCLC), soft tissue sarcoma (STS), anogenital cancer, or cervical
cancer. In addition, patients with HGSOC or STS were required to
have the presence of specific genetic alterations related to tumor
suppression, DNA damage repair, replicative stress, or oncogenic
drivers. Tumor-specific eligibility criteria for expansion cohorts are
summarized in Table 1. On the basis of the eligibility criteria of an

earlier version of the protocol, patients with urothelial and rectal
cancers were also enrolled in the expansion phase.

This analysis focuses on patients treated with the doublet combi-
nation of SRA737 and LDG.

Treatment and dose escalation
A single dose of SRA737 was given at one visit on days –7 to –4

(before the start of cycle 1) for PK assessments. Study treatment was
given in 28-day cycles: SRA737 was administered orally on days 2, 3, 9,
10, 16, and 17, and gemcitabine was given intravenously on days 1, 8,
and 15 of each cycle. This dosing regimen was based on in vitro and
in vivo preclinical modeling of SRA737 and gemcitabine that dem-
onstrated maximum efficacy when SRA737 was administered 16–
24 hours following gemcitabine (10).

Dose escalation of SRA737 in combination with varying doses of
gemcitabine was conducted in cohorts of three to six patients according
to a rolling-six designwherein once thefirst subject completed the7-day
observation period following the first dose of gemcitabine, subsequent
subjects in that cohort started treatment. Patients were assessed for
dose-limiting toxicity from the first SRA737 dose (days –7 to –4) until
the end of cycle 1 (up to 35 days). Safety and other supporting data were
reviewed by the cohort review committee consisting of the lead
investigator, study investigators representing the site(s) currently
enrolling patients, and representatives of the study sponsor before dose
escalation of SRA737 and/or gemcitabine. A minimum of 3 subjects
with no DLT, or 6 subjects with up to 1 DLT were required before
escalation to the next SRA737 plus gemcitabine dose level. Dose
escalation of SRA737 was started at 40 mg per day and increased in
up to 100% increments until the Cmin of SRA737at 24 hours reached
100 nmol/L. Thereafter, the dose of SRA737 was increased in less than
100% increments (typically 25%–75%).Gemcitabinedosewas started at
300 mg/m2 and could escalate to a maximum of 600 mg/m2.

Expansion cohorts of up to 20 patients with specified tumor profiles
were treated with SRA737 and gemcitabine doses selected by the
cohort review committee based on all available safety and PK data;
expansion doses were at, or lower than, the MTDs from the dose-
escalation phase. Patients could continue treatment until disease
progression or discontinuation from the study due to unacceptable
toxicity, investigator/sponsor decision, or withdrawal of consent.

Assessments
Safety assessments, including adverse events, laboratory para-

meters, electrocardiograms, and echocardiograms, were conducted

Table 1. Tumor-specific eligibility requirements for expansion
cohorts.

Expansion cohort Tumor type–specific eligibility requirement

HGSOC Known germline BRCA mutations or alterations in
genes related to tumor suppression, DNA
damage repair, replicative stress, or oncogenic
drivers (Supplementary Methods)

STS Alterations in genes related to tumor suppression,
DNA damage repair, replicative stress, or
oncogenic drivers (Supplementary Methods)

SCLC Not required to have genetic testing due to the
known high incidence of TP53 mutations

Anogenital or cervical
cancer

Not required to have genetic testing due to the
known high incidence of human papillomavirus
(HPV)

Translational Relevance

Checkpoint kinase 1 (Chk1) is a key component of the response
to replication stress (RS) within DNA and a regulator of the G2–M
cell-cycle checkpoint. This article describes the clinical study of the
Chk1 inhibitor SRA737 delivered orally 24 and 48 hours after low-
dose gemcitabine (LDG). LDGhas lowmyelotoxicity and causes RS
in tumors, allowing unrepaired DNA within S-phase cancer cells
past the G2–M check point leading to cell death. In the expansion
phase, patients with genetic alterations related to tumor suppres-
sion, DNAdamage repair, or oncogenic drivers were enrolled, all of
whichwould cause endogenous RS potentially enhancing response.
Of 65 evaluable patients 7 partial tumor responses were observed,
including 3 patients with anogenital cancer harboring alterations in
FANC/BRCA/PIK3CA, intermediate to high tumor mutational
burden, and possibly increased RS from human papillomavirus
infection. These partial responses provide proof-of-concept of the
efficacy of LDG plus SRA737 that warrants further evaluation.
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throughout treatment and until 30 days after the last study treatment
or initiation of new anticancer treatment. Toxicity was recorded using
National Cancer Institute Common Terminology Criteria for Adverse
Events version 4.03. Serial sampling of blood for PK assessment was
conducted before and after dosing with single-agent SRA737 (10 time
points over 48 hours) and on cycle 1 day 10 following administration of
SRA73 and gemcitabine. Plasma SRA737 was quantified using LC/
MS (18).

Radiologic tumor assessments were performed every two cycles, and
tumors were assessed using the RECIST version 1.1 (19). The ORR was
defined as the percentage of patients with a best response of complete
response or partial response to treatment according to RECIST criteria.
Clinical response data were summarized in cohorts defined by tumor
type, including indication-specific expansion cohorts (anogenital, cer-
vical, HGSOC, SCLC, and STS); a grouping of patients with rectal
cancerwhowere enrolled in the dose-escalationphase, and fourpatients
with urothelial cancer enrolled under previous protocol versions.

Statistical analysis
The safety-evaluable population included all patients who received

at least one dose of either investigational medicinal product (SRA737
or gemcitabine). The response-evaluable population included patients
who had measurable disease at baseline, received at least 83% of
planned SRA737 doses in cycle 1, and had at least one postbaseline
disease assessment or discontinued treatment due to disease progres-
sion, adverse event, or death.

Data availability statement
The trial sponsor, Sierra Oncology, commits to share clinical study

datawith qualified researchers to enable enhancement of public health.
As such, Sierra will share anonymized patient-level data on request or
if required by law or regulation. Qualified scientific and medical
researchers can request patient-level data for studies of Sierra phar-
maceutical substances listed on ClinicalTrials.gov and approved by
health authorities in the United States and the EU. Patient-level data
for studies of newly approved pharmaceutical substances or indica-
tions can be requested 9 months after FDA and European Medicines
Agency approvals. Such requests are assessed at Sierra’s discretion, and
the decisions depend on the scientific merit of the proposed request,
data availability, and the purpose of the proposal. If Sierra agrees to
share clinical data for research purposes, the applicant is required to
sign an agreement for data sharing before data release, to ensure that
the patient data are de-identified. In case of any risk of re-identification
on anonymized data despite measures to protect patient confidenti-
ality, the data will not be shared. The patients’ informed consent will
always be respected. If the anonymization process will provide futile
data, Sierra will have the right to refuse the request. Sierra will provide
access to patient-level clinical trial analysis datasets in a secured
environment upon execution of the data sharing agreement. Sierra
will also provide the protocol, statistical analysis plan, and the clinical
study report synopsis if needed. For additional information or requests
for access to Sierra clinical trial data for research purposes, please
contact us at: Medinfo@sierraoncology.com.

Results
Patient demographics

A total of 143 patients were enrolled in the SRA737 and LDG
treatment cohorts. They included 58 patients across 13 dose-escalation
cohorts and 85 patients in the expansion cohorts (Fig. 1). In the
analysis of tumor response, groups of patients identified by tumor-type

were defined (15 with anogenital cancer, 15 with rectal cancer, 12 with
cervical cancer, 24 with HGSOC, 22 with SCLC, 11 with STS, and 4
with urothelial cancer). In these groups, a total of 18 patients who
participated in dose escalation are included (15 with rectal cancer, 1
with anogenital cancer, 1 with cervical cancer, and 1 with STS). The
RP2D was determined to be 500 mg SRA737 combined with low-dose
(250 mg/m2) gemcitabine. Including patients with intra-patient dose
escalation, themajority (77 of 143) received SRA737 at doses of at least
500 mg in combination with gemcitabine 250 mg/m2.

The median age of patients was 62 years (range, 54–68 years), the
male/female ratio was 39.2%/60.8%, andWHOperformance status 0/1
ratio was 44.1%/55.9% (Supplementary Table S1). HGSOC (n ¼ 24),
SCLC (n¼ 22), anogenital cancer (n¼ 15), and rectal cancer (n¼ 15)
were themost common tumor types. Themedian number of prior lines
of therapy was 2 (range 1 to 9 lines).

Safety profile
The most common treatment-emergent adverse events irrespective

of relationship to SRA737 or gemcitabine included nausea (61.5%),
vomiting (54.5%), fatigue (51.0%), diarrhea (49.0%), and anemia
(45.5%). The incidence of grade ≥3 toxicities was low (Table 2).

In a previous study of SRA737 monotherapy in patients with
advanced cancer, daily dose (QD) levels from 20 to 1,300 mg were
evaluated. The MTD was determined to be 1,000 mg QD with DLTs
observed at daily doses of 1,000 to 1,300mg, including gastrointestinal
events, neutropenia, and thrombocytopenia. The RP2D of SRA737
monotherapy was 800 mg QD. At the monotherapy RP2D, common
toxicities with SRA737 included diarrhea, nausea, and vomiting that
were generally mild to moderate.

The starting dose of SRA737 (40 mg QD) in combination with
gemcitabine was chosen to be conservative due to the potential over-
lapping toxicity with gemcitabine and consideration that with the
allowed 100% dose-escalation increments, the 150-mg dose modeled
to exceed the minimal effective dose in humans could be reached in a
timely manner by the third escalation cohort. The starting dose of
300 mg/m2 gemcitabine is approximately one third of a typical clinical
dose and is based on preclinical models where synergistic antitumor
effect of SRA737 plus gemcitabine was observed at gemcitabine doses
approximately one third of the typical dose in that model.

Following the enrollment of 13 dose-escalation cohorts (Fig. 1), no
protocol-defined dose-limiting toxicities had occurred and the cohort
review committee determined theMTDwas not reached. As described
later in this report, the RP2D was declared on the basis of an overall
assessment of tolerability in patients alongside preclinical data.

In 60 patients treated with the RP2D, the predominant toxicities
were gastrointestinal, with nausea, diarrhea, and vomiting reported by
63.3%, 55.0%, and 56.7% of patients, respectively. Although prophy-
lactic antiemetics or antidiarrheals were not mandated in the study,
their use was left to the clinical judgment of the investigators where
clinically indicated. The rates of grade ≥3 events for these toxicities
were 3.3%, 3.3%, and 6.7%, respectively, and gastrointestinal adverse
events led to treatment discontinuation in one patient due to nausea,
two patients due to vomiting, and one patient due to diarrhea. The
relatively low rate of treatment discontinuation due to gastrointestinal
toxicities in comparison with the overall frequency of gastrointestinal
events reported suggests that these do not substantially affect the
tolerability of SRA737 in combination with gemcitabine, and no
special precautions are required. However, appropriate management
of gastrointestinal effects, including prophylaxis such as an anti-emetic
regimen, would be advised with the SRA737 plus gemcitabine com-
bination where clinically indicated.

SRA737 plus Low-Dose Gemcitabine in Solid Tumors
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Other toxicities of note were fatigue (58.3%), anemia (56.7%), neu-
tropenia (46.7%), and thrombocytopenia (41.7%), with grade ≥3 events
occurring in 3.3%, 11.7%, 16.7%, and 10.0%, respectively (Table 3).

Adverse events leading to treatment discontinuation were reported
for 29 (20.3%) patients. The most common event leading to treatment

discontinuation was disease progression (3 patients), followed by
fatigue, lung infection, metastases to central nervous system, intestinal
obstruction, thrombocytopenia, and vomiting (2 patients each); all
other reasons for discontinuation applied to only 1 patient each. Events
leading to discontinuation that were assessed as causally related to

Figure 1.

Enrollment by SRA737 and low-dose gemcitabine dose level. This figure represents the number of patients enrolled at each SRA737 plus low-dose gemcitabine dose
level. In addition, the number of patients who received their allocated treatment in each cohort and the number who were evaluable for dose-limiting toxicity
in the dose-escalation phase are shown. The SRA737 dose is listed first, followed by gemcitabine dose. Abbreviations: AE, adverse event; C1D1, cycle 1 day 1; DLT,
dose-limiting toxicity; G1, grade 1; GI, gastrointestinal.
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SRA737 occurred in only 4.9%of subjects, and only two of these related
AEs were reported in more than a single subject; fatigue and vomiting
occurred in two subjects each. Fatal adverse events were reported for 10
patients (6 were progression of disease, 1 cardiac arrest, 1 lung
infection, 1 respiratory failure, and 1 small bowel obstruction); none
of these were attributed to SRA737, however, one fatal event of cardiac
arrest was considered possibly related to gemcitabine.

Adverse events related to cardiac failure have been recorded in
previous Phase I trials (13); cardiac parameters were therefore ana-
lyzed in the current study. Of the 143 patients treatedwith SRA737 and
LDG, 80 had baseline and postbaseline (cycle 2 day 1) echocardio-
grams. Five patients had a ≥10 percentage point absolute reduction in
ejection fraction, and of these, four had ejection fraction values of
>50% at all time points. One patient’s ejection fraction dropped from
60% to 43% but this patient did not exhibit symptoms of cardiac
failure. Grade 3QTcF prolongation (QTcF values of >500msec and/or
increase in QTcF by >60msec) was seen in seven patients; four of these
patients had a maximum QTcF of <500 msec, and none of the QTcF
elevations was associated with cardiac signs or symptoms. One patient
had cardiac arrest during the study, which was a grade 5 event.

PK profile
Themaximum plasma concentration (Cmax) of SRA737, area under

the concentration-time curve from 0 to 12 hours (AUC0–12), half-life,
and clearance were measured at SRA737 doses of 40 to 600 mg
(Table 4). The systemic exposure to SRA737 (AUC0–12 and Cmax)
was approximately dose-proportional, particularly at doses within the
150 to 300 mg range (Supplementary Fig. S1).

In preclinical models, synergistic antitumor effect of SRA737 plus
LDG has been observed at gemcitabine doses approximately one third
of the typical dose in preclinical studies. SRA737 at dose levels of
150 mg or higher result in plasma concentrations modeled from
preclinical work to exceed the minimal effective dose in humans. On
the basis of this model, the plasma concentrations of SRA737 observed
in patients who received SRA737 at dose levels of 150 mg or higher, in
combination with LDG, are predicted to produce an antitumor effect,
consistent with the efficacy signal observed in this clinical study.

Determination of the RP2D
SRA737 at 500 mg administered 24 and 48 hours following gemci-

tabine infusion, in combination with gemcitabine at 250 mg/m2 given
on days 1, 8, and 15 of a 28-day cycle, was determined to be the RP2D.
This decision was based on overall tolerability, particularly in terms of
gastrointestinal and hematological toxicity, which may be associated
with SRA737 and gemcitabine (Table 2), and a PK profile showing
plasma concentrations of SRA737 reaching the minimal effective
concentration of SRA737 extrapolated from preclinical models (Sup-
plementary Fig. S2).

Tumor response
Sixty-five patients were treated with SRA737 and LDG and included

in the per-protocol response-evaluable population for tumor types of
anogenital cancer, cervical cancer, HGSOC, rectal cancer, SCLC, STS,

Table 2. Treatment-emergent adverse events reported by ≥10%
of the overall patient population.

SRA737 dose
<500 mg
(N ¼ 30)

SRA737 dose
≥500 mg
(N ¼ 113)

Overall
(N ¼ 143)Preferred term

Any treatment-emergent
adverse event

29 (96.7) 113 (100) 142 (99.3)

Nausea 13 (43.3) 75 (66.4) 88 (61.5)
Vomiting 17 (56.7) 61 (54.0) 78 (54.5)
Fatigue 9 (30.0) 64 (56.6) 73 (51.0)
Diarrhea 11 (36.7) 59 (52.2) 70 (49.0)
Anemia 14 (46.7) 51 (45.1) 65 (45.5)
Pyrexia 7 (23.3) 41 (36.3) 48 (33.6)
Thrombocytopenia 8 (26.7) 39 (34.5) 47 (32.9)
Neutropenia 5 (16.7) 44 (38.9) 49 (34.3)
Decreased appetite 4 (13.3) 40 (35.4) 44 (30.8)
ALT increased 7 (23.3) 33 (29.2) 40 (28.0)
AST increased 7 (23.3) 30 (26.5) 37 (25.9)
Constipation 5 (16.7) 30 (26.5) 35 (24.5)
Back pain 8 (26.7) 17 (15.0) 25 (17.5)
Influenza-like illness 5 (16.7) 18 (15.9) 23 (16.1)
Urinary tract infection 4 (13.3) 18 (15.9) 22 (15.4)
Cough 2 (6.7) 19 (16.8) 21 (14.7)
Dyspnea 6 (20.0) 15 (13.3) 21 (14.7)
Abdominal pain 4 (13.3) 16 (14.2) 20 (14.0)
Headache 7 (23.3) 12 (10.6) 19 (13.3)
Asthenia 2 (6.7) 14 (12.4) 16 (11.2)

Note: The terms “thrombocytopenia” and “neutropenia” are inclusive of the
terms “platelet count decreased” and “neutrophil count decreased.” Patients
with multiple adverse events within the same preferred termwere only counted
once within the respective category. Data are n (%) of patients.
Abbreviations: ALT, alanine aminotransferase; AST, aspartate aminotransferase.

Table 3. Treatment-emergent adverse events reported by ≥10%
of patients treated at the RP2D.

Patients treated at the RP2D of
500mg SRA737 þ 250mg/m2

gemcitabine (N ¼ 60)
Preferred term Grade 1–2 Grade 3–4 All grades

Nausea 36 (60.0) 2 (3.3) 38 (63.3)
Fatigue 33 (55.0) 2 (3.3) 35 (58.3)
Diarrhea 31 (51.7) 2 (3.3) 33 (55.0)
Vomiting 30 (50.0) 4 (6.7) 34 (56.7)
Anemia 27 (45.0) 7 (11.7) 34 (56.7)
Neutropenia 18 (30.0) 10 (16.7) 28 (46.7)
Thrombocytopenia 19 (31.7) 6 (10.0) 25 (41.7)
Pyrexia 23 (38.3) 1 (1.7) 24 (40.0)
Decreased appetite 22 (36.7) 1 (1.7) 23 (38.3)
AST increased 13 (21.7) 3 (5.0) 16 (26.7)
ALT increased 12 (20.0) 3 (5.0) 15 (25.0)
Cough 12 (20.0) 0 12 (20.0)
Urinary tract infection 12 (20.0) 0 12(20.0)
Constipation 11 (18.3) 2 (3.3) 13 (21.7)
Asthenia 10 (16.7) 0 10 (16.7)
Back pain 9 (15.0) 0 9 (15.0)
Dyspnea 9 (15.0) 1 (1.7) 10 (16.7)
Rash 9 (15.0) 0 9 (15.0)
Abdominal pain 8 (13.3) 2 (3.3) 10 (16.7)
Hypomagnesemia 6 (10.0) 1 (1.7) 7 (11.7)
Influenza-like illness 6 (10.0) 0 6 (10.0)
Rash maculopapular 6 (10.0) 0 6 (10.0)
Edema peripheral 5 (8.3) 1 (1.7) 6 (10.0)
Lower respiratory tract infection 2 (3.3) 4 (6.7) 6 (10.0)

Note: The terms “thrombocytopenia” and “neutropenia” are inclusive of the
terms “platelet count decreased” and “neutrophil count decreased.” Patients
with multiple adverse events within the same preferred termwere only counted
once within the respective category. Data are n (%) of patients.
Abbreviations: ALT, alanine aminotransferase; AST, aspartate aminotransferase.
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and urothelial cancer. TheORRwas 10.8% (7/65) across all cohorts.No
complete responses were observed, and 7 patients had a best response
of partial response (PR). PRs were seen in anogenital cancer, 3/12
(25%); cervical cancer, 1/6 (16.7%); HGSOC, 1/15 (6.7%); rectal
cancer, 1/10 (10%); and SCLC, 1/9 (11.1%; Fig. 2). The duration on
therapy in patients in the expansion cohort is shown in Fig. 3.

Discussion
This is the first clinical report of a Chk1 inhibitor with a novel,

low-dose (250 mg/m2) gemcitabine combination designed to pro-
vide exogenous replicative stress while minimizing gemcitabine-
associated myelotoxicity and maximizing Chk1 inhibition. It is also
the first clinical report of SRA737 used in combination.

Several Chk1 inhibitors have been evaluated in trials with gemci-
tabine chemotherapy (13, 15–18). However, the lowest dose of gem-
citabine recommended for Phase II evaluation was 500 mg/m2 and the
majority of clinical trials proposed that the 1,000mg/m2dose should be
used for further study. However, at this standard dose of 1,000 mg/m2,
gemcitabine is known to have significant myelotoxicity. The pharma-
cological basis of previous single-agent, LDG explored in a clinical
setting stems from the knowledge that the rate-limiting enzyme for the
activation of gemcitabine, deoxycytidine kinase, is saturated at concen-
trations of gemcitabine in circulation after infusion at 250 mg/m2 (17).
DNA repair studies now suggest that gemcitabine is a potent inducer
of DNA replication fork stress via inhibition of ribonucleotide
reductase, activating ATR and Chk1 to allow for DNA repair before
mitosis (11, 20, 21). The current study exploits this hypothesis to
evaluate LDG (at levels of 50–300 mg/m2), with the RP2D of
gemcitabine in combination with SRA737 being 250 mg/m2, which
is significantly lower than that used in routine clinical practice. The
RP2D of SRA737 in the combination was 500mg for 2 days beginning
24 hours after gemcitabine administration. The plasma SRA737
concentrations achieved at these dose levels were in excess of 40–
500 ng/mL, the range corresponding to the minimal effective dose
extrapolated from preclinical models. Although the study protocol
did include a provision for non-mandatory tumor biopsy analysis to
study pharmacodynamic effects, none were obtained and this is a
shortcoming of the current study.

The adverse-effect profile in the current study differs significantly
from other gemcitabine and Chk1 inhibitor combinations (11–17).
Interestingly, the grade ≥3 neutropenia and thrombocytopenia rates in
the current study were 16.7% and 10%, respectively, at the RP2D.
These rates of neutropenia and thrombocytopenia are lower than those
described at maximally tolerated doses of Chk1 inhibitor and gemci-
tabine combinations: AZD7762 (71% and 0% at the MTD; ref. 11);
GDC-0425 (38% and 12%; ref. 15); and GDC-0575 (79% and
14%; ref. 16). At the RP2D, gastrointestinal side effects of nausea and
vomiting occurred in 63.3% and 56.7% of patients, respectively; these
were grade ≥3 in 3.3% and 6.7% of patients, respectively. Similar upper
gastrointestinal toxicities were seen in other oral Chk1 plus gemcita-
bine combinations, such as GDC-0425 and GDC-0575, but were less
frequent with the intravenous Chk1 inhibitor AZD7762.

There were seven patients with partial responses in the current
study: three with anogenital cancer and one each with rectal cancer,
HGSOC, SCLC, and cervical cancer. These occurred at gemcitabine
dose levels of 250mg/m2 or lower. Clinical responses in Chk1 inhibitor
and gemcitabine combinations have been seen in patients across a
variety of tumor types in Chk1 inhibitor plus gemcitabine combina-
tions: AZD7762 [non–small cell lung cancer (NSCLC); ref. 11], GDC-
0425 [ref. 15; triple-negative breast cancer (TNBC), melanoma], and
GDC-0575 (TNBC, sarcoma, NSCLC; ref. 16). Of note, the doses of
gemcitabine at which these responses were seen were 1,000 mg/m2

(AZD7762), 750–1,000 mg/m2 (GDC-0425), and 500 mg/m2 (GDC-
0575); however, it is difficult to analyze the contribution of gemcitabine
alone, versus the combination of gemcitabine and Chk1 inhibitors, to
these reported responses. There have been no Phase II trials of single-
agent full-dose gemcitabine in anal cancers and response rates for full-
dose gemcitabine in cervical cancer range from 0% to 11% (22). Given
the modest numbers of patients with anogenital cancer (response rate
25%) treated in this study it is difficult to extrapolate if full-dose
gemcitabine would have had equal activity to the combination of
SRA737 þ LDG. Equally, given the low response rate of full-dose
gemcitabine, it is unlikely that treatment with gemcitabine alone at the
low 250mg/m2 dose would have resulted in responses; it is more likely
that the combination was effective.

Several of the robust responses observed in this study were asso-
ciated with genomic alterations in the FA/BRCA network and related

Table 4. PK parameters for plasma SRA737.

Day Dose (mg) tmax (h) Cmax (ng/mL) AUC0–12 (ng*h/mL) t1/2 (h) CL (L/h) Vd (L)

�7 to �4 40 1.8–2.3 61.4–155 — 10.3–17.4 40–75 —

80 2.0–2.1 11–173 — 10.8–11.9 69–104 —

150 2 (1–2) 548 � 63.9 2,630 � 944 12.7 � 1.13 38.0 � 15.9 717 � 357
300 2 (1–6) 995 � 449 4,530 � 1,590 11.7 � 1.07 46.0 � 16.5 764 � 241
500 2 (1–8) 1,470 � 605 8,330 � 3,390 11.6 � 2.22 42.3 � 22.1 695 � 342
600 2 (1–4) 1,720 � 556 10,200 � 2,970 10.7 � 2.11 39.1 � 11.4 597 � 199

C1D10 40 1.1–2.2 83.3–152 — — — —

80 1.9–2.2 89.3–142 — — — —

150 2 (2–2) 478 � ID 2,390 � ID — — —

300 1 (1–4) 1,080 � 563 5,140 � 1,610 — — —

500 2 (1–12) 1,580 � 645 9,410 � 4,270 — — —
C1D10 /C1D17 600 2 (1–6) 1,740 � 509 9,990 � 2,920 — — —

Note: Data for 40 and 80 mg doses displayed as minimum–maximum; data for 150 to 600 mg doses displayed as median (minimum–maximum) for tmax and as
median� SD for other parameters. “—“ indicates values that were not calculated. At C1D10 the t1/2, CL, and Vd were not assessed due to the shortened PK sampling
schedule at this timepoint.
Abbreviations: AUC0–12, area under the concentration-time curve from 0 to 12 hours; C1, cycle 1; CL, total clearance rate of the drug from plasma; Cmax, maximum
plasma concentration; D10, day 10 (of cycle); D17, day 17 (of cycle); h, hour; t1/2, elimination half-life; tmax, time ofmaximumplasma concentration;Vd, apparent volume
of distribution.
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Figure 2.

A–B, SRA737 and low-dose gemcitabine: best tumor
response by tumor type. This figure displays the best
tumor response per RECIST version 1.1 criteria in the
per-protocol response-evaluable population (REP).
Prior lines of therapy, starting doses of study treat-
ment, duration on study, and grade 3 or higher AEs
related to SRA737 for each patient are also shown.
Three patients (1 with HGSOC, 2 with SCLC) included
in the REP discontinued before completing a post-
treatment tumor assessment and therefore best
response could not be determined for these patients.
HGSOC, high-grade serous ovarian cancer; SCLC, small
cell lung cancer; STS, soft tissue sarcoma.
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Figure 3.

SRA737 and low-dose gemcitabine: duration on treatment andbest response. Thisfigure displays theduration on therapy (cycles) for eachpatient in the per-protocol
response-evaluable population, and their categorical best tumor response per RECIST version 1. HGSOC, high-grade serous ovarian cancer; SCLC, small cell lung
cancer; STS, soft tissue sarcoma.
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factors involved in replication fork repair. The response in anogenital
cancers is noteworthy.Where genetic profiles were available for two of
the three responding anogenital tumors, they showed alterations in
FANC/BRCA genes or CDK12/ARID1A, and intermediate to high
tumor mutational burden. Although it was not possible to confirm
HPV infection in all samples, it is conceivable that an HPV infection
could cause a functional abrogation of the G1–S checkpoint, as has
been established in preclinical models (21).

The interaction of Chk1 inhibition with immune response has been
documented in preclinical models (23, 24) and early clinical trials (25).
The combination of SRA737 with LDG plus an immune checkpoint
inhibitor has been shown to be effective in SCLC models (26). As it is
unlikely there would be overlapping toxicities with combinations of
SRA737 and LDG doublets with anti–programmed death-1 antibo-
dies, the addition of anti–programmed death-1 antibodies could
increase response rates in tumor types with an unmet need. Given
the preclinical data and observations in the expansion cohorts, ano-
genital tumors and SCLCs are cancers with a significant unmet need
for where SRA737 þ LDG doublet or a further combination with an
immune checkpoint inhibitor as a triplet therapy are of particular
interest for further evaluation of SRA737.

Authors’ Disclosures
R. Jones reports fees from AstraZeneca for webinar; conference travel, accom-

modation, and registration from Bayer; conference fee from Starpharma; and speaker
fee from Servier. R. Plummer reports other support from Sierra Oncology during the
conduct of the study, as well as personal fees from Pierre Faber, Bayer, Novartis, BMS,
Cybrexa, Ellipses, CV6Therapeutics, Astex Pharmaceuticals,Medivir, SanofiAventis,
AstraZeneca, MSD, Onexo, Genmab, Immunocore, Sotio Biotech AG, Alligator
Biosciences, and GSK outside the submitted work. V. Moreno reports personal fees
from BMS, Bayer, Roche, Basilea, and Janssen outside the submitted work. L. Carter
reports other support from Sierra Oncology during the conduct of the study; L. Carter
also reports personal fees from Bicycle Therapeutics and Boehringer Ingelheim, as
well as other support from Boehringer Ingelheim, Bicycle Therapeutics, Cellcentric,
CytomX Therapeutics, Eli Lilly, Athenex, Merck Serono, Repare Therapeutics,
Genmab, Lupin, and Sierra Oncology outside the submitted work. E. Garralda reports
personal fees from Roche/Genentech, F. Hoffmann-La Roche, Ellipses Pharma,
Neomed Therapeutics 1 Inc., Boehringer Ingelheim, Janssen Global Services, SeaGen,
TFS, Alkermes, Thermo Fisher Scientific, Bristol Mayers Squibb, Mab Discovery;
Anaveon, F-Star Therapeutics, Hengrui, Merck Sharp & Dohme, Roche, Lilly, and
Novartis; grants fromNovartis, Roche, Thermo Fisher Scientific, AstraZeneca, Taiho,
BeiGene; and other support from Agios Pharmaceuticals, Amgen, Bayer, Beigene,
Blueprint Medicines, BMS, Cellestia Biotech, Debiopharm, F. Hoffmann La Roche
Ltd., Forma Therapeutics, Genentech Inc., Genmab B.V., GSK, Glycotope Gmbh,
Incyte Biosciences, Incyte Corporation, ICO, Kura Oncology Inc., Lilly, S.A, Loxo
Oncology Inc., Macrogenics Inc., Menarini Ricerche Spa, Merck, Sharp & Dohme,
S.A, Nanobiotix, S.A, Novartis Farmaceutica, S.A., Pfizer, SLU, Pharma Mar, S.A.U,
Pierre Fabre Medicament, Principia Biopharma Inc., Psioxus Therapeutics Ltd.,
Sanofi, Sierra Oncology, Inc., Sotio A.S, and Symphogen A/S outside the submitted
work. R. Kristeleit reports non-financial support from Sierra Oncology during the
conduct of the study. R. Kristeleit also reports personal fees and non-financial support
from GSK, AstraZeneca, and Clovis Oncology; personal fees from Celcuity, Basilea
Oncology, iTEOS Pharma, Shattuck Pharma, Seagen, and Leucid Bio; and grants and
personal fees from MSD outside the submitted work. In addition, R. Kristeleit is a
member of the Commission for HumanMedicine Oncology and Hematology Expert
Advisory Group. D. Sarker reports personal fees and non-financial support from

Ipsen, Bayer, and Eisai; personal fees from MSD, AAA, Sirtex, AstraZeneca, and
Surface Oncology; non-financial support from Boehringer Ingelheim, MiNA Ther-
apeutics, andMedivir; grants and personal fees from Roche; grants and non-financial
support fromUCB; and grants from Inspirata outside the submittedwork. T. Arkenau
reports grants from Sarah Cannon Research Institute during the conduct of the study,
as well as employment at Sarah Cannon Research Institute/HCA Healthcare UK.
P. Roxburgh reports other support from Sierra during the conduct of the study.
S. Blagden reports other support from Sierra Oncology during the conduct of the
study, as well as other support from NuCana PLC, Astex, Tesaro, UCB, MSD, and
Redx outside the submitted work. A. Anthoney reports grants from Sierra Oncology
during the conduct of the study. B.J. Klencke reports personal fees from Sierra
Oncology during the conduct of the study.M.M. Kowalski reports other support from
Sierra Oncology Inc. outside the submitted work. U. Banerji reports other support
from The Institute of Cancer Research, as well as non-financial support from Sierra
Oncology during the conduct of the study. U. Banerji also reports other support from
Verastem Oncology, Chugai, Avacta, and Carrick Therapeutics, as well as personal
fees and other support from Pegasy, Boehringer Ingelhiem, Idea Pharma, Astellas,
Novartis, and Karus Pharmaceuticals outside the submitted work. No disclosures
were reported by the other authors.

Authors’ Contributions
R. Jones: Investigation, writing–review and editing. R. Plummer: Investigation,

writing–review and editing. V. Moreno: Investigation, writing–review and editing.
L. Carter: Investigation, writing–review and editing. D. Roda: Investigation, writing–
review and editing. E. Garralda: Investigation, writing–review and editing.
R. Kristeleit: Investigation, writing–review and editing. D. Sarker: Investigation,
writing–review and editing. T. Arkenau: Investigation, writing–review and editing.
P. Roxburgh: Conceptualization, investigation, writing–original draft, writing–review
and editing. H.S. Walter: Conceptualization, investigation, writing–original draft,
writing–review and editing. S. Blagden: Conceptualization, investigation, writing–
original draft, writing–review and editing.A. Anthoney: Investigation, writing–review
and editing. B.J. Klencke: Investigation, writing–review and editing.M.M. Kowalski:
Conceptualization, writing–original draft, writing–review and editing. U. Banerji:
Conceptualization, investigation, writing–original draft, writing–review and editing.

Acknowledgments
The trial was sponsored by Sierra Oncology, Inc. Medical writing support was

provided by Tina Ippolito, an independent consultant funded by Sierra Oncology.
Andrew Dye, an employee of Sierra Oncology, also provided medical writing
support and data curation. Bryan Strouse, an employee of Sierra Oncology, also
contributed to data curation for this report. UK clinical trial sites acknowledge
infrastructural funding from the Experimental CancerMedical Center and National
Institute of Health and Care Research Biomedical Research Centers. The ICR/RMH
in addition acknowledges Cancer Research UK funding to Cancer Centre Funding
and funding to the Cancer Therapeutics Unit. U. Banerji is a recipient of the NIHR
RP-2016–07–028.

The publication costs of this article were defrayed in part by the payment of
publication fees. Therefore, and solely to indicate this fact, this article is hereby
marked “advertisement” in accordance with 18 USC section 1734.

Note
Supplementary data for this article are available at Clinical Cancer Research Online
(http://clincancerres.aacrjournals.org/).

Received July 4, 2022; revised September 21, 2022; accepted November 11, 2022;
published first November 15, 2022.

References
1. Pilie PG, Tang C, Mills GB, Yap TA. State-of-the-art strategies for targeting the

DNA damage response in cancer. Nat Rev Clin Oncol 2019;16:81–104.
2. Smith HL, Southgate H, Tweddle DA, Curtin NJ. DNA damage checkpoint

kinases in cancer. Expert Rev Mol Med 2020;22:e2.
3. Ciccolini J, Serdjebi C, Peters GJ, Giovannetti E. Pharmacokinetics and phar-

macogenetics of gemcitabine as a mainstay in adult and pediatric oncology: an
EORTC-PAMM perspective. Cancer Chemother Pharmacol 2016;78:1–12.

4. Smith SC, Petrova AV, Madden MZ, Wang H, Pan Y, Warren MD, et al. A
gemcitabine sensitivity screen identifies a role for NEK9 in the replication stress
response. Nucleic Acids Res 2014;42:11517–27.

5. Caffo O, Thompson C, De Santis M, Kragelj B, Hamstra DA, Azria D, et al.
Concurrent gemcitabine and radiotherapy for the treatment of muscle-invasive
bladder cancer: a pooled individual data analysis of eight phase I-II trials.
Radiother Oncol 2016;121:193–98.

SRA737 plus Low-Dose Gemcitabine in Solid Tumors

AACRJournals.org Clin Cancer Res; 29(2) January 15, 2023 339

D
ow

nloaded from
 http://aacrjournals.org/clincancerres/article-pdf/29/2/331/3260237/331.pdf by guest on 22 February 2023



6. Heinemann V, Xu YZ, Chubb S, Sen A, Hertel LW, Grindey GB, et al. Inhibition
of ribonucleotide reduction in CCRF-CEM cells by 2’,2’-difluorodeoxycytidine.
Mol Pharmacol 1990;38:567–72.

7. Shewach DS, Hahn TM, Chang E, Hertel LW, Lawrence TS. Metabolism of 2’,2’-
difluoro-2’-deoxycytidine and radiation sensitization of human colon carcinoma
cells. Cancer Res 1994;54:3218–23.

8. Lainchbury M, Matthews TP, McHardy T, Boxall KJ, Walton MI, Eve PD, et al.
Discovery of 3-alkoxyamino-5-(pyridin-2-ylamino)pyrazine-2-carbonitriles as
selective, orally bioavailable CHK1 inhibitors. J Med Chem 2012;55:10229–40.

9. Walton MI, Eve PD, Hayes A, Henley AT, Valenti MR, De Haven Brandon AK,
et al. The clinical development candidate CCT245737 is an orally active CHK1
inhibitor with preclinical activity in RAS mutant NSCLC and Emicro-MYC
driven B-cell lymphoma. Oncotarget 2016;7:2329–42.

10. Walton MI, Eve PD, Hayes A, Valenti MR, De Haven Brandon AK, Box G, et al.
CCT244747 is a novel potent and selective CHK1 inhibitor with oral efficacy
alone and in combination with genotoxic anticancer drugs. Clin Cancer Res
2012;18:5650–61.

11. Sausville E, Lorusso P, Carducci M, Carter J, QuinnMF, Malburg L, et al. Phase I
dose-escalation study of AZD7762, a checkpoint kinase inhibitor, in combina-
tion with gemcitabine in US patients with advanced solid tumors.
Cancer Chemother Pharmacol 2014;73:539–49.

12. Hansen RJ, Strouse B, Anderes K, Smith G, Hassig C. The Chk1 inhibitor,
SRA737, demonstrates chemical synthetic lethality with replication stress-
inducing agents, including low-dose gemcitabine, in preclinical models of
cancer. Mol Cancer Ther 2018;17:B181.

13. Seto T, Esaki T, Hirai F, Arita S, Nosaki K, Makiyama A, et al. Phase I, dose-
escalation study of AZD7762 alone and in combination with gemcitabine in
Japanese patients with advanced solid tumours. Cancer Chemother Pharmacol
2013;72:619–27.

14. Calvo E, Braiteh F, Von Hoff D, McWilliams R, Becerra C, Galsky MD, et al.
Phase I study of CHK1 inhibitor LY2603618 in combination with gemcitabine in
patients with solid tumors. Oncology 2016;91:251–60.

15. Infante JR, Hollebecque A, Postel-Vinay S, Bauer TM, Blackwood EM, Evange-
lista M, et al. Phase I study of GDC-0425, a checkpoint kinase 1 inhibitor, in
combination with gemcitabine in patients with refractory solid tumors.
Clin Cancer Res 2017;23:2423–32.

16. Italiano A, Infante JR, Shapiro GI, Moore KN, LoRusso PM, Hamilton E, et al.
Phase I study of the checkpoint kinase 1 inhibitor GDC-0575 in combination

with gemcitabine in patients with refractory solid tumors. Ann Oncol 2018;29:
1304–11.

17. Zwitter M, Kovac V, Smrdel U, Vrankar M, Zadnik V. Gemcitabine in brief
versus prolonged low-dose infusion, both combined with cisplatin, for advanced
non–small cell lung cancer: a randomized phase II clinical trial. J Thorac Oncol
2009;4:1148–55.

18. Zangarini M, Berry P, Sludden J, Raynaud FI, Banerji U, Jones P, et al.
Development and validation of a LC-MS/MS method for the quantification of
the checkpoint kinase 1 inhibitor SRA737 in human plasma. Bioanalysis 2017;9:
1001–10.

19. Eisenhauer EA, Therasse P, Bogaerts J, Schwartz LH, Sargent D, Ford R, et al.
New response evaluation criteria in solid tumours: revised RECIST guideline
(version 1.1). Eur J Cancer 2009;45:228–47.

20. McNeely S, Conti C, Sheikh T, Patel H, Zabludoff S, Pommier Y, et al. Chk1
inhibition after replicative stress activates a double strand break response
mediated by ATM and DNA-dependent protein kinase. Cell Cycle 2010;9:
995–1004.

21. Thompson R, Eastman A. The cancer therapeutic potential of Chk1 inhibitors:
how mechanistic studies impact on clinical trial design. Br J Clin Pharmacol
2013;76:358–69.

22. Mutch DG, Bloss JD. Gemcitabine in cervical cancer. Gynecol Oncol 2003;90:
S8–S15.

23. Chaudhary R, Slebos RJC, Song F, McCleary-Sharpe KP, Masannat J, Tan AC,
et al. Effects of checkpoint kinase 1 inhibition by prexasertib on the tumor
immune microenvironment of head and neck squamous cell carcinoma.
Mol Carcinog 2021;60:138–50.

24. Wayne J, Brooks T, Landras A, Massey AJ. Targeting DNA damage response
pathways to activate the STING innate immune signaling pathway in human
cancer cells. FEBS J 2021;288:4507–40.

25. DoKT,ManuszakC,Thrash E,Giobbie-HurderA,Hu J, Kelland S, et al. Immune
modulating activity of the CHK1 inhibitor prexasertib and anti–PD-L1 antibody
LY3300054 in patients with high-grade serous ovarian cancer and other solid
tumors. Cancer Immunol Immunother 2021;70:2991–3000.

26. Sen T, Della Corte CM, Milutinovic S, Cardnell RJ, Diao L, Ramkumar K, et al.
Combination treatment of the oral CHK1 inhibitor, SRA737, and low-dose
gemcitabine enhances the effect of programmed death ligand 1 blockade by
modulating the immune microenvironment in SCLC. J Thorac Oncol 2019;14:
2152–63.

Clin Cancer Res; 29(2) January 15, 2023 CLINICAL CANCER RESEARCH340

Jones et al.

D
ow

nloaded from
 http://aacrjournals.org/clincancerres/article-pdf/29/2/331/3260237/331.pdf by guest on 22 February 2023



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings true
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 0
  /Optimize false
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage false
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness false
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Remove
  /UCRandBGInfo /Remove
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages false
  /ColorImageMinResolution 200
  /ColorImageMinResolutionPolicy /Warning
  /DownsampleColorImages false
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 150
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages false
  /GrayImageMinResolution 200
  /GrayImageMinResolutionPolicy /Warning
  /DownsampleGrayImages false
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages false
  /MonoImageMinResolution 600
  /MonoImageMinResolutionPolicy /Warning
  /DownsampleMonoImages false
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 900
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<
    /ENU ([Based on '[High Quality Print]'] Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames false
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides true
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks true
      /AddPageInfo false
      /AddRegMarks false
      /BleedOffset [
        18
        18
        18
        18
      ]
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /ClipComplexRegions true
        /ConvertStrokesToOutlines false
        /ConvertTextToOutlines false
        /GradientResolution 300
        /LineArtTextResolution 1200
        /PresetName ([High Resolution])
        /PresetSelector /HighResolution
        /RasterVectorBalance 1
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MarksOffset 18
      /MarksWeight 0.250000
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PageMarksFile /RomanDefault
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
    <<
      /AllowImageBreaks true
      /AllowTableBreaks true
      /ExpandPage false
      /HonorBaseURL true
      /HonorRolloverEffect false
      /IgnoreHTMLPageBreaks false
      /IncludeHeaderFooter false
      /MarginOffset [
        0
        0
        0
        0
      ]
      /MetadataAuthor ()
      /MetadataKeywords ()
      /MetadataSubject ()
      /MetadataTitle ()
      /MetricPageSize [
        0
        0
      ]
      /MetricUnit /inch
      /MobileCompatible 0
      /Namespace [
        (Adobe)
        (GoLive)
        (8.0)
      ]
      /OpenZoomToHTMLFontSize false
      /PageOrientation /Portrait
      /RemoveBackground false
      /ShrinkContent true
      /TreatColorsAs /MainMonitorColors
      /UseEmbeddedProfiles false
      /UseHTMLTitleAsMetadata true
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [600 600]
  /PageSize [792.000 1224.000]
>> setpagedevice


