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Over the last two decades there has been an increasing demand on health care services. This
has led to increased waiting lists and waiting times to access public hospital services. In ophthalmic
practice an aging population and technological advances have been major contributors to this
situation. The challenge for health care providers is how to manage waiting lists within the
resources provided and targets set by Elective Services, a department of the Ministry of Health
(MoH). The Ministerial Taskforce on Nursing (1998) highlighted that nurses are an underutilised
resource. Subsequent to the Ministerial Taskforce, the availability of interim funding from Elective
Services and a skilled speciality nursing workforce the Ophthalmology Department at a large
metropolitan hospital was able to implement an advanced nursing role with respect to glancoma
management. Early diagnosis is important in reducing the risk of permanent visual impairment from
primary open angle glaucoma; therefore the length of time to diagnosis can have long term
implications for the patient. Patients for the 'nurse-led’ glaucoma clinic were recruited from specific
categories of glaucoma patients on the waiting list. An audit of the impact on the waiting list was
undertaken periodically over a two year period. The audit following the introduction of the clinical
nurse specialist clinic shows a marked reduction in waiting list numbers and length of time waiting
for first specialist assessment for glaucoma. The implementation of this role proved to be successful
and has subsequently become a permanent nurse specialist position in the ophthalmology

department.
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3% 3: The effect of nurse case manager model on caregiver’s adaptation of disease uncertainty about their
child with neuroblastoma
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PROTOCOL SYNOPSIS

[TITLE)

A Phase I, Multi-Center, Open-Label, Dose Escalation Trial of the Safety and Pharmacokinetics
of Intravenous XXX Given with Prophylactic G-CSF in Subjects with Solid Tumors

[SUBJECT POPULATION]

Subjects with histologically or cytologically confirmed solid tumors for whom monotherapy with
an investigational agent is appropriate '

[PRIMARY OBJECTIVE]

¢ Determine the maximal tolerated dose (MTD) of XXX (a hypoxia-activated prodrug) when
administered with prophylactic G-CSF on an every three week schedule
[SECONDARY OBJECTIVES) \
* Characterize the safety of XXX when administered with prophylactic G-CSF
* Evaluate the pharmacokinetics of XXX and its alcoho] metabolite

* Evaluate the rate of hypoxia in various solid tumors using F-MISO PET imaging
* Assess for anti-tumor activity

¢ Collect plasma samples for assessment of potential biomarkers of tumor hypoxia

[INCLUSION CRITERIA ]
* Age 18 years or more
* Histologically or cytologically confirmed solid tumor
* Subject must have measurable or evaluable disease
* ECOG Performance Status of 0 or 1
* Ability to read, understand and provide written informed consent

* If the subject is on systemic steroids, the dose of steroids must be stable for at least two weeks prior
to the first dose of XXX

{EXCLUSION CRITERIA )

* Greater than 3 myelosuppressive chemotherapy regimens. Subjects with more than 3 prior
myelosuppressive regimens who are considered to have adequate marrow reserve based on prior
exposure to either: 1) minimally myelosuppressive regimens or; 2) limited cycles of

myelosuppressive regimens, may be entered on study pending a discussion between the principal
investigator and the sponsor medical monitor

¢ Licensed or investigational anti-cancer therapy (including radiotherapy) within four weeks of Cycle
1 Day 1 administration of XXX Subjects on androgen deprivation therapy are allowed on study and
may continue to receive androgen deprivation therapy while on study
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* Prior radiotherapy to more than 20% of bone marrow

* Prior high-dose chemotherapy (including either myeloablative or non-myeloablative transplants)

* Absolute neutrophil count of < 1.5 x 109/L

* Prothrombin time >1.5 x normal

« Platelet count of < 100 x lOg/L

* Hemoglobin level of < 9 g/L (or requiring red blood cell transfusions to maintain hemoglobin > 9
g/L)

* Serum bilirubin > 1.5 times the upper limit of normal

* ALT or AST > 5 times the upper limit of normal if liver metastases are present, or > 2 times the
upper limit of normal if liver metastases are absent '

* Serum creatinine > 1.5 times upper limit of normal

* Less than 24 hours from any prior radiotherapy or the likelihood of toxicity from prior radiotherapy

* Women who are pregnant, breast-feeding or planning to become pregnant during the study

+ Men or women of reproductive-potential who are unwilling t0 use an effective method of
contraception during the study and for 30 days following the last dose of study medication

* Evidence of a significant medical disorder or laboratory finding that in the opinion of the
Investigator compromises the subject’s safety during study participation such as: uncontrolled
infection or infection requiring a concomitant parenteral antibiotic; uncontrolled diabetes;
congestive heart failure; myocardial infarction within 6 months of study; chronic renal disease; or
coagulopathy (excluding prophylactic anticoagulation)

* Less than four weeks since major surgery

* Known to be HIV positive, Hepatitis B surface antigen positive or known to be Hepatitis C positive
with abnormal liver function tests

[STUDY DESIGN]
Single arm, phase I, multi-center, open-label, uncontrolled, dose escalation study

[TREATMENT]
All subjects will undergo baseline evaluation with history, physical exams, blood work and

disease assessment as appropriate for their tumor type. In addition, subjects will undergo PET imaging
with F-18-Fluoro Misonidazole (F-MISO) for assessment of tumor hypoxia. Subjects will receive
XXX intravenously once every 21 days along with prophylactic G-CSF. G-CSF will be administered at
a standard dose and schedule in all cohorts. The dose of XXX will be increased between cohorts of
three subjects each until dose limiting toxicity (DLT) is observed. MTD will be defined using standard
phase I study criteria.

Subjects who remain on study beyond cycle one, and who experience minimal toxicity in cycle
one, may have their dose level of XXX increased for subsequent cycles. Subjects may continue to
receive XXX until demonstration of disease progression or unacceptable toxicity. Pharmacokinetics
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will be performed during cycle one. A formal tumor assessment will be performed prior to the start of

cycle 3.

[STUDY COUNTRY LOCATION]
United States and Taiwan

[ TIME PERIOD AND NUMBER OF SUBJECTS)
@ Anticipated Starting Date of Study: January 2010
@ Anticipated Completion of Study Enrollment: September 2010
® Anticipated Study Analysis: November 2010
® Estimated Number of Sites: 2
® Estimated Number of Subjects: 18 ta 21






