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1 BACKGROUND AND RATIONALE
1.1 General Introduction

Retroperitoneal sarcomas account for 15% of soft tissue sarcomas and approximately 50% of
patients will develop local or locoregional recurrence regardless of therapy [1-3]. Current
management strategy is surgical resection [4-7]. However, the extent of surgical resection has been
widely debated with no conclusive guidelines although complete resection with clear margins has
been shown to have improved survival [1, 8]. Furthermore, retroperitoneal sarcomas have poor
response to chemo-radiotherapy with limited evidence for loco-regional control but no
improvement in overall survival [9, 10]. Recent studies have shown promise where aggressive
surgical resection with localised hyperthermia and systemic chemotherapy provides for better local
control and lower local recurrence rates in locally recurrent retroperitoneal sarcomas [11, 12].
Furthermore, there has been increased interest in performing cytoreductive surgery with
hyperthermic intraperitoneal chemotherapy for the treatment of peritoneal sarcomatosis [13-17].
Thus, this study investigates the use of radical resection and hyperthermic intraperitoneal
chemotherapy in high risk recurrent retroperitoneal sarcoma. In addition, we seek to evaluate its
efficacy in improving recurrence-free and overall survivals as well as unforeseen toxicities from the
use of hyperthermic intraperitoneal chemotherapy and the proposed chemotherapeutic drugs.
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1.2 Rationale and Justification for the Study

Retroperitoneal sarcomas have a high risk of local or regional recurrence with a recurrence rate of
40-60% after complete resection. Current treatment, which involves surgical resection, has not
significantly improved recurrence rates or overall survival. In studies specifically addressing
resection of locally recurrent retroperitoneal sarcoma, complete resection was significantly
associated with increased survival when en-bloc resection of adjacent organs and tissue is
performed versus only complete gross tumour resection.

Issels and colleagues recently conducted a phase 3 multicentre trial on patients with localised high-
risk soft tissue sarcomas (STS), including locally recurrent retroperitoneal sarcoma, who were
randomized into receiving either neo-adjuvant chemotherapy alone or combined with regional
hyperthermia in addition to local therapy [11, 12]. Aggressive surgical resection with localised
hyperthermia and systemic chemotherapy provided an effective treatment strategy for patients with
high-risk STS, improving local tumour control and lowering local recurrence rates. Furthermore,
there has been increased interest in performing cytoreductive surgery with HIPEC for the treatment
of peritoneal sarcomatosis, although the role of HIPEC in improving patient survival is uncertain
[13-19]. We have recently published a case report on a patient with peritoneal sarcomatosis
managed with this combined approach [20]. Extrapolating from the evidence cited, we propose
the use of complete resection coupled with HIPEC in the context of complete removal of disease
to decrease loco-regional recurrence in retroperitoneal sarcoma.

The HIPEC drug to be used in this clinical trial is doxorubicin only. Doxorubicin is an anti-tumour
antibiotic that exerts cytotoxicity via topoisomerase 11 inhibition, DNA intercalation and formation
of reactive oxygen radicals [21]. Systemic doxorubicin has demonstrated efficacy in a wide range of
sarcoma histologic subtypes and is a widely accepted standard first line agent in advanced disease
[22]. Doxorubicin has several attributes that render it suitable for intraperitoneal use, including
stability and synergism with hyperthermia, high AUC ratio of intraperitoneal to plasma
compartment, and single pass hepatic metabolism that decreases risk of systemic toxicity [23].

Therefore, this project aims to determine the effectiveness of radical surgical resection in
combination with HIPEC in treating patients with recurrent retroperitoneal sarcoma by improving
local control and progression free survival.

1.2.1 Rationale for the Study Purpose

Recurrent retroperitoneal sarcoma often represents poor prognosis and does not respond well to
systemic chemotherapy [9, 10]. In treatment of sarcoma, radical resection with clear margins is
essential to prevent recurrence. Radical surgery ensuring clear surgical margins and taking cuffs
of normal tissue/fat/muscle is hence the standard of care surgery [4-7]. Recent trials involving
hyperthermia and/or radiation therapy have shown to improve local control [11, 12]. It is not
known whether radical surgical resection in combination with hyperthermic intraperitoneal
chemotherapy (HIPEC) would be effective in treating patients with recurrent retroperitoneal
sarcoma by improving local control and progression free survival.

1.2.2 Rationale for Doses Selected

The HIPEC dose of doxorubicin to be used in this study is 15mg / m2. Systemic doxorubicin
has demonstrated activity and efficacy in a broad spectrum of soft tissue sarcomas [22]. It has also
been evaluated in the intraperitoneal setting, in which setting the chief toxicity of concern is that
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of peritoneal inflammation and sclerosis and intestinal obstruction. Dose escalation studies
petformed by Sugarbaker and colleagues revealed a dose of 15mg/m?2 to be safe with regards to
subsequent gastrointestinal function [24].

The duration of doxorubicin to be used in this study is 60 minutes. HIPEC is usually performed
for 60 — 90 minutes after resection is completed [23]. In our institution, HIPEC is administered
for 60 minutes in all cases [25].

1.2.3 Rationale for Study Population

The National Cancer Centre Singapore is a tertiary centre that sees the majority of the patients
with cancer within the country, many of whom have recurrent sarcomas. These patients typically
have a poor prognosis and have a high risk of further recurrences.

1.2.4 Rationale for Study Design

This single arm interventional study is designed to determine the overall effectiveness and efficacy
of this treatment modality as compared with current management for high risk recurrent
retroperitoneal sarcoma and to evaluate any unforeseen toxicities of this treatment.

2 HYPOTHESIS AND OBJECTIVES
2.1 Hypothesis

We hypothesize that radical resection and hyperthermic intraperitoneal chemotherapy will
improve loco-regional control and improve recurrence- free survival and potentially, overall
survival. Patients with recurrent sarcomas can benefit from undergoing radical resection and
HIPEC whereby better loco-regional control could improve recurrence- free survival and
potentially overall survival.

2.2 Primary Objectives

The primary objectives of this study are to determine the feasibility of conducting radical resection
and HIPEC in patients with retroperitoneal sarcoma and to evaluate the chemotherapy toxicity
and unforeseen acute and late complications associated with radical resection and HIPEC in the
treatment of patients with high risk retroperitoneal sarcoma.

2.3 Secondary Objectives

The secondary objectives of this study are to determine if the introduction of radical surgery and
HIPEC would improve the local recurrence-free and overall survivals of patients with high risk
retroperitoneal sarcoma as compared to current treatment strategies.

2.4 Potential Risks and Benefits

2.4.1 Potential Risks

Potential risks to patients would include unforeseen complications of surgical resection and
hyperthermic intraperitoneal chemotherapy. These specific techniques have been well studied in
its use for treatment in other cancers and its complications can be reasonably anticipated and
managed in the clinical scenario [13-17, 26-28].
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Expected surgical risks will include bleeding, infection, anastomotic leaks as well as surgical
complications requiring further surgical interventions. Potential risks of hyperthermic
intraperitoneal chemotherapy with the chemotherapy agent, doxorubicin, include risk of
developing inflammation of the abdominal cavity that can result in pain, intestinal obstruction
and impaired nutrition. There is a risk of chemotherapy entry into the general circulation during
or immediately after surgery in which systemic side effects associated with doxorubicin can
develop. Short term toxicities include nausea and vomiting, lowered blood cell counts, fatigue,
infections, risk of bleeding, constipation, diarrhoea, sores of mouth and throat, hair loss and
damage to nerves. Long term systemic toxicities include fertility loss, damage to heart function
and secondary cancers of the blood. In the event of severe complications from chemotherapy,
this could be life-threatening and cause death.

2.4.2 Potential Benefits

As this study is experimental, there is no potential benefit guaranteed to the patient.

3 STUDY POPULATION

3.1 Target population

A total of 50 patients will be recruited from the National Cancer Centre Singapore. Eligible
patients will undergo surgery and HIPEC at the Operating Theatre at the satellite site - Singapore
General Hospital. There is no subject restriction based on race or gender of the patient. At
screening, potential patients will be assigned a screening number. Following confirmation of
eligibility, patients will be assigned to a 4-digit patient number. Patients who are screen failure or
have dropped out of the study will be replaced.

3.2 Criteria for Recruitment and Recruitment Process

Patients recruited will have to be identified and diagnosed with high risk recurrent retroperitoneal
sarcoma.

3.3  Inclusion Criteria
The patient must meet all of the inclusion criteria to participate in this study.

a. DISEASE CHARACTERISTICS:
e Histologically proven soft tissue sarcoma of one of following high-risk groups:
1. Tumours with grade 2 or 3 histology
ii. Size more than or equal to 5cm
iii. Extracompartmental and deep extension

e Local recurrence of primary tumor

e Inadequate surgical excision of previously operated on tumour

e Proven diagnosis of recurrent retroperitoneal sarcoma confirmed by imaging
modality and/or intraoperative biopsy

b. PATIENT CHARACTERISTICS:
e Age: 221 years old
e Performance status: ECOG 0-1
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e Normal haematological, hepatic, coagulation, renal and electrolyte profiles
e Normal left ventricular ejection fraction
e Not pregnant or nursing

3.4 Exclusion Criteria

a. Patient is medically unfit for surgery due to concurrent medical comorbidities.
b. Any medical or psychiatric condition(s) which would preclude informed consent.
c. Patient is pregnant or nursing.

4 STUDY DESIGN

y

\ 4

Radical HIPEC Follow-up for Survival
resection (Doxorubicin) toxicity follow-up

Screening

A 4
A 4

4.1 Screening Visits and Procedure

Screening begins after the patient signs the informed consent form. The screening ends with
confirmation of full eligibility to participate in this clinical trial or confirmation that the
patient is a screen failure. All screening visits and procedures are done according to routine
screening for all subjects presenting for treatment at the institution. Prior to surgery, patients
would undergo a 2D-Echocardiography to assess his/her cardiac status. All investigations
performed are routine in preparation for operation, including but not limited to haematological,
hepatic, coagulation, renal, electrolyte, tumour markers profiles.

For female patients of child-bearing potential (i.e., those who are not post-menopausal for at
least 1 year or surgically sterile by bilateral salpingectomy, bilateral oophorectomy or
hysterectomy), a urine pregnancy test will be performed before the resection. Pregnancy should
be avoided during the trial with the use of reliable contraception.

4.2 Radical Resection

The patient will receive surgery ie. radical resection and hyperthermic intraperitoneal
chemotherapy as part of the planned treatment. All cases are discussed at a multidisciplinary
meeting involving surgical oncologists, medical oncologists, radiation oncologists and relevant
involved parties. Options of surgical extent and subsequent therapy with neo-adjuvant or adjuvant
chemotherapy or radiotherapy will be discussed and determined. All operations are carried out by
the same surgeons from the Division of Surgical Oncology.

Under general anaesthesia, justified prophylactic (not routine) ureteral stents will be inserted by
the urology team at the beginning of the operation before carrying out radical resection plus
HIPEC procedure. If a bowel resection is required, anastomosis will be performed after HIPEC.
A midline incision extending from xiphoid process to pubic tubercle will be performed to
completely explore the retroperitoneal cavity for the recurrent retroperitoneal sarcoma. The
extent of disease is determined and radical resection is performed. This includes multiple visceral
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resections directed towards optimal eradication of neoplastic foci from the retroperitoneal and
involved structures including but not limited to surrounding visceral resection and normal fat.

4.3 Hyperthermic Intraperitoneal Chemotherapy (HIPEC)

Closed abdomen HIPEC technique will be performed at the end of radical resection. The open
cavity will be lavaged with normal saline prior to HIPEC. Peritoneal perfusion is achieved by a
closed circuit with inflow and outflow catheters placed through the skin. The laparotomy incision
will be closed with a running suture at the skin level to create a watertight seal. Crystalloid solutions
will be infused through the inflow until a circuit is established among the abdominal cavity, a
pump and a heat exchanger. Once good flow is established, chemotherapeutic drugs will be
supplemented to the perfusate and allowed to circulate in the cavity for 60 minutes. The perfusate
temperature will be titrated to achieve an outflow temperature of 40-42 °C. At the end of the
HIPEC procedure, the perfusion circuit is subsequently drained, the skin reopened and the
abdomen inspected and lavaged with normal saline. The abdomen is closed in standard fashion
and the procedure concluded.

Recurrent retroperitoneal sarcoma is confirmed with final pathology in all patients. The HIPEC
drug to be used is doxorubicin only. During the HIPEC procedure, hemodynamic and
cardiopulmonary parameters are continuously and carefully monitored. At the end of radical
resection and HIPEC, all patients will be transferred to the intensive care unit or intermediate care
area for subsequent monitoring and afterwards transferred to the surgical ward for recovery.
During the surgery, we may be taking photographs of the tumour. Care will be taken to ensure
that the patient will not be identified in these pictures. These pictures may be used for research
publications and presentations.

4.4 Follow-up Visits

Study visits will coincide with routine clinic follow-up visits before and after the surgical
procedure. After surgery, patients will be followed-up for every 2 weeks (£ 10 days) for the first
month and every three months ( £ 1 month) up to a year post-surgery for chemotherapy toxicity.
Clinic visits will monitor the patient for post treatment complications as well as capture and
address any adverse events, if any. At the discretion of the examining doctors, the assessments
performed during the study visits include, but are not limited to, routine blood count, renal panel,
and liver function tests. Any records of adjuvant treatments or treatments upon recurrence of
disease will also be collected.
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4.5 Survival Follow-up

After a year from resection and HIPEC, the patient will come for routine clinic review or will be
contacted via telephone every year (* 1 month) for 3 years.

4.6 Discontinuation/Withdrawal
4.6.1 Discontinuation Criteria
Subjects can be discontinued or withdrawn from the study by the doctor or the Principal

Investigator of this study may stop their participation in the study at any time for one or more of
the following reasons:

. The Principal Investigator decides that continuing their participation could be harmful.
. Pregnancy.

. Patient requires treatment not allowed in the study.

. The study is cancelled.

. Other administrative reasons.

. Unanticipated circumstances.

4.6.2 Discontinuation Visit and Procedures

Subjects may withdraw voluntarily from participation in the study at any time. Subjects may also
withdraw voluntarily from receiving the study intervention for any reason. Upon withdrawal, all
data pertaining to this subject will be excluded from the study and will not be included in
subsequent analyses.

If voluntary withdrawal occurs, the subject will be asked to continue scheduled evaluations
according to the predetermined treatment plan with their doctors. Patients will be consistently
followed up at our clinics and monitored for unforeseen toxicities that arise from our treatment.

5 CHEMOTHERAPY DRUG
5.1 Rationale for Selection of Dose

The HIPEC drug to be used in this clinical trial is doxorubicin only. Doxorubicin is an anti-
tumour antibiotic that exerts cytotoxicity via topoisomerase II inhibition, DNA intercalation and
formation of reactive oxygen free radicals [21]. Systemic doxorubicin has demonstrated efficacy
in a wide range of sarcoma histologic subtypes and is a widely accepted standard first line agent
in advanced disease [22]. Doxorubicin has several attributes that render it suitable for
intraperitoneal use, including stability and synergism with hyperthermia, high AUC ratio of
intraperitoneal to plasma compartment, and single pass hepatic metabolism that decreases risk of
systemic toxicity [23]. The chief toxicity of concern is that of peritoneal inflammation and sclerosis
and intestinal obstruction. Dose escalation studies performed by Sugarbaker and colleagues,
however, revealed a dose of 15mg/m?2 to be safe with regards to subsequent gastrointestinal
function [24].
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5.2 Study Drug Administration

Doxorubicin will be administered as an injectable solution into the abdomen.

At the end of the surgical resection, four drains will be placed in the abdominal cavity as outflow
drains while one drain will be the inflow drain. Doxorubicin will be diluted into 2 — 2.5L of
peritoneal dialysate fluid and circulated into the abdomen using a Belmont hyperthermia pump
used by the surgical oncology team for routine intra-peritoneal chemotherapy for other
pathologies. Doxorubicin will then be subsequently drained after 60 minutes. The duration of
doxorubicin to be used in this study is 60 minutes. HIPEC is usually performed for 60 — 90
minutes immediately after resection is completed [23]. In our institution, HIPEC is administered
for 60 minutes in all cases [25].

5.3 Storage and Drug Accountability

The study pharmacist will ensure that all investigational drugs are stored in a secured area under
recommended storage conditions and in accordance with applicable regulatory requirements.
Drug accountability forms will be used.

SAFETY MEASUREMENTS
6.1 Definitions

An adverse event (AE) is any untoward medical occurrence in a patient or clinical investigation
subject administered a pharmaceutical product and which does not necessarily have a causal
relationship with this treatment. An adverse event (AE) can therefore be any unfavourable and
unintended sign (including an abnormal laboratory finding), symptom, or disease temporally
associated with the use of a medicinal (investigational) product, whether or not related to the
medicinal (investigational) product.

An elective surgery/procedure scheduled to occur duting the study will not be considered an
adverse event if the surgery/procedure is being performed for a pre-existing condition and the
surgery/procedure has been pre-planned prior to study entry. However, if the pre-existing
condition deteriorates unexpectedly during the study (e.g., surgery performed eatlier than
planned), then the deterioration of the condition for which the elective surgery/procedure is being
done will be considered an adverse event.

A serious adverse event (SAE) is any untoward medical occurrence that at any dose:
e results in death
® s life-threatening
e requires inpatient hospitalisation or prolongation of existing hospitalisation
e results in persistent or significant disability/incapacity
® isa congenital anomaly/birth defect
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6.2 Collecting, Recording and Reporting of Adverse Events and Serious Adverse
Events to CIRB

All adverse events will be followed up as per institutional practice until resolution or stabilization
of the event whichever comes first. All patients will be followed-up for serious adverse events for
1 year following HIPEC procedure.

Reporting of adverse events involves the Principal Investigator submitting to the approving CIRB
the completed SAE Reporting Form to CIRB

within the stipulated timeframe. The Principal Investigator is responsible for informing the
institution representative, the chairman medical

board (when required by the institution (for local SAE resulting in death), sponsor or regulatory
bodies as required and appropriate.

regulations, will be reported to both the Ethics Committees and Regulatory Agencies as required
by local regulations.

6.3 Collecting, Recording and Reporting of Serious Adverse Events (SAEs) to the
Health Science Authority (HSA)

All SAEs that are unexpected and related to the study drug will be reported to HSA. Please refer
to the HSA website for more information on Safety Reporting Requirements for Clinical Trials.

The investigator is responsible for informing HSA no later than 15 calendar days after first
knowledge that the case qualifies for expedited reporting. Follow-up information will be actively
sought and submitted as it becomes available. For fatal or life-threatening cases, HSA will be
notified as soon as possible but no later than 7 calendar days after first knowledge that a case
qualifies, followed by a complete report within 8 additional calendar days.

6.4 Safety Monitoring Plan
Data and safety monitoring will be performed by the PI and team of Co-Is. After every operation,
the clinical data such as adverse events will be monitored monthly by the PI until end of the trial.
Accuracy of the data collected and data entry will also be checked every month. This is feasible

due to the relatively small number of participants to be recruited.

After the first five patients have been enrolled, the PI would perform an interim safety evaluation
to assess the safety of this trial before proceeding with further enrolment.

6.5 Complaint Handling

All complains will be handled by our institution according to institutional policies.
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7 DATA ANALYSIS
7.1 Data Quality Assurance

Division of Clinical Trials & Epidemiological Sciences (CTE) at NCCS will be responsible for
data processing, in accordance with the defined data management procedures, under the
supervision of the Investigator. Database lock will occur once quality control and assurance
procedures (if applicable) have been completed.

7.2 Data Entry and Storage

The data management of this study will be undertaken by the Division of Clinical Trials and
Epidemiological Sciences (CTE) at NCCS. Paper Case Report Forms (pCRF) will be provided
for the recording of patient data. Detailed instructions regarding pCRF will be provided in the
CRF Manual. The pCRF must be signed by the investigator to confirm that they have been
checked for accuracy and completeness. The study team will conduct validation checks for
correctness and completeness throughout the duration of the study. The data would be stored in
a database server managed by CTE.

8 SAMPLE SIZE AND STATISTICAL METHODS
8.1 Determination of Sample Size
This study is a single arm, phase 2 intervention study.

Hypothesis HO: Recurrence rate is 80%
Alternative Hypothesis H1: Recurrence rate will drop by 20 percent i.e. it is going to be an average
of 60%

Alpha:0.05

Power:0.9

Null proportion: 0.8
Alternative proportion: 0.6

The two methods used in single arm phase 2 studies are fleming's approximation method and the
A'hern method, and they both work by approximating the response rates of patients by a binomial
distribution, and relaxing the alpha and power values. The sample size calculated using these
methods keeps the exact alpha and power values within a small tolerance, that can be preset before
using the many softwares available.

Using binomial methods, we arrive at a sample size of 50 patients which would allow us to
calculate an effect size to show a decrease in recurrence rates by 20%.

We have further re-looked at our sample size calculation and determined that a smaller sample
size of 21 patients was sufficient to obtain statistical significance for determining a prognostic
effect. Using power of 0.9, alpha of 0.05, one sided test, estimated standard deviation difference
of about 2.25 and the DFI difference of 1.5 months between with HIPEC and without HIPEC,
the sample size required is 21.
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8.2  Statistical and Analytical Plans

Statistical analysis will be performed at the completion of the study and when the data is
completed. Our institution statistician will perform the analyses according to the outcomes
measured.

9 DIRECT ACCESS TO SOURCE DATA/DOCUMENTS

The investigator(s) /institution(s) will permit study-related monitoring, audits and/or IRB review
and regulatory inspection(s), providing direct access to source data/document.

10 QUALITY CONTROL AND QUALITY ASSURANCE

Data and safety monitoring will be performed by the PI and team of Co-Is. After every operation,
the clinical data such as adverse events will be monitored monthly by the PI until end of the trial.
Accuracy of the data collected and data entry will also be checked every month. This is feasible
due to the relatively small number of participants to be recruited.

11 ETHICAL CONSIDERATIONS
This study will be conducted in accordance with the ethical principles that have their origin in the
Declaration of Helsinki and that are consistent with the Singapore Good Clinical Practice (as
defined in the ICH E6 Guideline for GCP) and the applicable regulatory requirements.
This final Clinical Trial Protocol including the final version of the Participant Information Sheet
and Consent
Form, must be approved in writing by the Centralised Institutional Review Board (CIRB) and
regulatory approval from Health Sciences
Authority (HSA), prior to enrolment of any patient into the study.

The principle investigator is responsible for informing the CIRB and HSA of any amendments to
the protocol or other study-related documents, as per local requirement.
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11.1 Informed Consent

All informed consent forms must contain the minimum elements as mandated by the ICH
guidelines and local laws and regulation requirements. This document, or any modification
included, will have to be approved by IRB before use.

Before recruitment and enrolment, each prospective candidate will be given a full explanation of
the study, allowed to read the approved informed consent form, and be provided ample time and
opportunity to ask any questions that may arise. Once all questions have been answered and the
Investigator is assured that the individual understands the implications of participating in the
study, the patient will be asked to give consent to participate in the study by signing and dating
the informed consent form. The Investigator will provide a copy of the signed informed consent
form to each patient.

If an amendment to the protocol changes the patient participation schedule in scope or activity,
or increases the potential risk to the patient, the informed consent form must be revised and
submitted to the IRB and HSA for review and approval or favorable opinion. The revised
informed consent form must be used to obtain consent from a patient currently enrolled in the
study if he or she is affected by the amendment. The revised informed consent form must be
used to obtain consent from any new patients who are enrolled into the study after the date of
the approval or favorable opinion of the amendment by the IRB

11.2 Confidentiality of Data and Patient Records

Division of Clinical Trials and Epidemiological Sciences (CTE) at NCCS will be responsible for
data processing in accordance with the defined data management procedures, under the
supervision of the Investigator. Database lock will occur once quality control and quality
assurance procedures (if applicable) have been completed.

12 PUBLICATIONS

Study findings will be published according to our department and institutional policy as
determined by the National Cancer Centre Singapore.

13 RETENTION OF TRIAL DOCUMENTS

Records for all participants, including CRFs, all source documentation (containing evidence to
study eligibility, history and physical findings, laboratory data, results of consultations, etc.) as well
as IRB records and other regulatory documentation will be retained by the PI in a secure storage
facility. The records should be accessible for inspection and copying by authorized authorities.
Division of Clinical Trials and Epidemiological Sciences (CTE) at NCCS will be responsible for
data processing, in accordance with the defined data management procedures, under the
supervision of the Investigator. Database lock will occur once quality control and quality
assurance procedures (if applicable) have been completed.

14 FUNDING and INSURANCE

This trial is not initiated by industry. The costs of the standard treatment would be the cost of the
radical surgery. The costs of the investigational procedure, ie. 2D-Echocardiography,
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chemotherapy (doxorubicin), HIPEC consumables, and formal urine pregnancy tests (if
applicable), would be covered by the grant of the investigator (NCCRF-YR2017-JUL-PG#4).
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