[NIH dinical Research Studies]
Prot ocol Nunber: 01-C- 0084
[Active Accrual, Protocols Recruiting New Patients]

Title: A Miulticenter, Open, Non-Conparative, Sequenti al
Dose- Escal ation Study to Investigate the Safety,

Tol erability, and Pharmacoki netics of Two Separate Doses of
MK-0991 in Children with New Onset Fever and Neutropenia

Nunber: 01-C-0084

Summary: The objective of this study is to evaluate the
safety, tolerance, and pharmacoki netics of MK-0991, a nove
echi nocandin (cell wall-active antifungal |ipopeptide), as
early enpirical therapy for prevention of fungal infections
I n i munoconpronm sed children. The study is designed as a
mul ticenter open | abel, sequential dose escal ation study of
I ntravenous MK-0991. Intravenous MK-0991 w Il be
adm ni stered daily as a one hour infusion to patients with
new onset of fever and neutropenia (absol ute neutrophi
count less than or equal to 500 mlIlianmeter (3)) who wll
be initiated onto broad spectrumenpirical antibacteri al

t herapy. The patient popul ation consist of children ages 2
to 17 years of age; two age cohorts will be studied (2-11,
12-17). Dosage levels wll be 1.0 mlligrans/kilograns/day
day (not to exceed 50 mlligranms/day) and 1.5

m | ligramnms/kilograns/day (not to exceed 70 m |l ligrans/day).
The pl anned sanple size is 32 patients (a nmaxi nrum of 64
patients nay participate in the study allow ng for one

repl acenent patient of each age enrolled). At each dosage
level, a total of 8 patients will be enrolled into each age
cohort (2-11, 12-17); a total of 16 patients will be
enroll ed at each dosage level. The first group of patients
Wil receive MK-0991 at 1.0 mlligrans/kilograns/day (not
to exceed 50 mlligrans/day). Study drug will continue
until recovery from neutropenia (ANC post nadir greater
than or equal to 250 mlIlimeters (3)) or until the
initiation of conventional deoxidate anphotericin B or a
lipid formul ati on of anphotericin B for either enpirical
antifungal therapy or for proven fungal infection. Patients
may receive MK-0991 for a maxi mum duration of 28 days. For
any patient who neets criteria to start standard enpirical
antifungal therapy with conventional deoxychol ate
anphotericin B or a lipid fornulation of anphotericin B
(fever greater than 38.0 Cel sius despite greater than or



equal to 96 hours of neutropenia and broad spectrum
anti bacterial therapy) or who has a proven breakthrough

fungal infection, MK-0991 will be discontinued and
conventi onal deoxychol ate anphotericin B or alipid
formul ati on of anphotericin wll be initiated.

Sponsoring Institute:
Nat i onal Cancer Institute (NCl)

Recrui t ment Detail
Type: Active Accrual O New Subjects
CGender: Male & Femal e

Referral Letter Required: Yes
Popul ati on Excl usion(s): None

Eligibility Criteri a:
Children ages 2-17 with one or nore of the follow ng
condi tions: Leukem a, Lynphona or other cancers; bone
marrow or peripheral stemcell transplantation;
apl asti c anem a.

Chenot herapy anticipated to incur nore than 10 days of
neut r openi a.

Patient has an absol ute neutrophil count |ess than or
equal to 500 mlIlineters (3) and at | ease one recorded
fever greater than 38 degrees Celsius within 24 hours
or screening.

Patient has or will receive parenteral systemc
anti bacterial therapy for fever and neutropenia within
48 hours of screening.

For fenmal e adol escents of chil dbearing potential,
patient has a negative serum or urine pregnancy test
prior to enrollnent into the study and w ||
subsequently use adequate birth control neasures as
defined by the investigator (Note: oral contraceptives
shoul d not be used as the sole nmethod of birth control
because the effect of MK-0991 on the efficacy of oral
contracepti ves has not yet been established).

Patient has a functioning central venous catheter in
pl ace at screening.

Patient or guardi an understands the procedures and



agrees to the patient's participation by providing
witten infornmed consent.

Assent will also be obtained from m nors capabl e of
under st andi ng.

Must not have proven invasive fungal infection at the
time of enroll nment

Must not have abnormal |aboratory val ues including

Pl atel et counts less than 5,000 units per liter; INR
1.6 (INR greater than 4.0, if patients are receiving
anti coagul ants); AST or ALT greater than 3 tines the
upper Iimt of normal (for age); Al kaline phosphatase
greater than 5 tines the upper Iimt of normal for
age. (Note: Patients with an el evated al kali ne
phosphat ase greater than 5 tinmes the ULN which is
thought to be related to bony netastases or other
suspected bony processes nmay be enrolled on a case by
case basis follow ng discussion with the sponsor).

Must not be henodynam cally unstabl e, exhibit
henodynam ¢ conproni se or not expected to survive at
| east 5 days.

Must not be pregnant or breast feeding.

Must not have a diagnosis of acute hepatitis or
cirrhosis due to any cause.

Must not be participating in any other clinical study
i nvol ving the adm nistration of an investigational
antibiotic or antifungal drug wthin 14 days prior to
study. (Note : other phase | trials of investigational
cancer agents are prohibited during the course of
study therapy. Patient may continue to receive any
routine antineopl astic agent or nedication for
supportive care of his underlying disease).

Must not have previously enrolled in this study.

Must not have any condition or concomtant illness
which, in the opinion of the investigator, m ght
confuse the results of the study or pose additional
risk in admnistering the study drugs to the patient.

Must not be taking rifanpin, cyclosprin A, phenytoin,
car bamazepi ne, or phenobarbital.



Must not have docunented H V infection of any stage.

Must not have a history of allergy, hypersensitivity,
or any serious reaction to echinocandin antifungals.

Speci al Instructions: Currently Not Provided

Keywor ds:
Pedi atric
Ant i f ungal
Echi nocandi n
Neut r openi ¢
Phar macoki neti c

Recrui t ment Keywor ds:
Pedi atric
Cancer
Neut r openi a
Anti bacterial Therapy

Condi ti ons:
None

I nvesti gational Drug(s):
MK- 0991

I nvesti gational Device(s):
None

Cont act s:
Pati ent Recruitnment and Public Liaison Ofice
Bui | ding 61
10 C oi ster Court
Bet hesda, Maryl and 20892- 4754
Tol | Free: 1-800-411-1222
TTY: 301-594-9774 (local), 1-866-411-1010 (toll free)
Fax: 301-480-9793

El ectronic Mail:prpl @mail.cc.nih.gov
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[Active Accrual, Protocols Recruiting New Patients]
I f you have:

* Questions about participating in a study, please
contact the Patient Recruitnent and Public Liaison
Ofice, CC

* Questions about specific studies, or the database in
general, please contact the Protocol Coordination
Service Center, CC.

* Techni cal questions regarding the Cinical Center web
site, please contact the Information Systens
Departnent, CC



