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BMT CTN 0101 FREQUENTLY ASKED QUESTIONS (FAQS)

A Randomized Double-blind Trial of Fluconazole vs. Voriconazole for the Prevention of
Invasive Fungal Infectionsin Allogeneic Blood and Marrow Transplant Patients

1. HOW DO | ESTABLISH THE DIAGNOSISOF INVASIVE FUNGAL INFECTION?
The criteriaare specified in Table 3.1.1 of the protocol. These definitions were established by a
consensus panel of the EORTC and MSG using published studies of invasive fungd infections.

For the endpoint, the criteriafor proven or probable infection must be met. “Possble’ fungd
infection is not a study endpoint, but does permit use of empirical amphotericin B if the dinician
fedsit should be done while diagnogtic testing proceeds. For both possible and probable

infection the hogt factor criterion must be present; the difference is that for probable, both one of
thedinicd and microbiological criteriamust dso be present while for possible infection, either

one of the microbiologic or clinica criteriamust be present.

What if | am not sure how to interpret the table?

After the site enters the patient’ s fungd infection data on the “Funga Infection” (FIN) case
report form (CRF) viathe Internet Data Entry System (IDES), a computer agorithm will be run
and provide the site with feedback the next day.

But, | still am confused...?
Cdl the medicd monitor (Dennis Confer, 612-362-3425) or protocol coordinator (Iris Gersten,
301-251-1161). We are available to answer your questions.

2. ARE THERE SPECIAL CONSIDERATIONSWHEN MONITORING THE
IMMUNOSUPPRESSION IN PATIENTSON THE TRIAL?

It isimportant to note that both study drugs increase levels of cyclosporine and tacrolimus.

Thus, it isimportant that the blood levels of these immunosuppressive drugs be checked in

patients on the sudy. Thereisadifference in the magnitude of potentiation caused by

voriconazole and fluconazole. Voriconazole raises the levelsto a greater degree than

fluconazole. 1t isimportant that concentrations of the cyclosporine or tacrolimus (and

creatinine) be checked frequently especially during the first two weeks of the study. We

recommend checking the blood levels at least three times weekly and adjusting the

cyclosporine or tacrolimus doses accor dingly.

If there ar e differ ences between fluconazole and voriconazole in affecting the cyclosporine
or tacrolimuslevels, will | be ableto tell which drug the patient ison?

Thereis such variahility in a given dose producing a given concentretion that even if the abosence

of either study drug, dose adjustments of cyclosporine or tacrolimus are frequently needed.
Similarly, thereis subgtantia overlgp between the range of effects of ether study drug thet it is
unlikely that one can confidently predict the patient’s study drug assignment.
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3. WHAT ISTHE GALACTOMANNAN ASSAY?

The gaactomannan assay is ablood test that can be useful in the detection of aspergillus
infection. Gaactomannan is a substance that is released into the bloodstream of patients with
aspergillusinfection. When the quantity of gdactomannan is sufficiently high enough it can be
an indicator of aspergillusinfection. The test result will be “pogtive’ or “negetive” By itself a
positive test does not proveinfection. Incombination with gppropriate clinica test findings
and in certain patient conditions, it can indicate a probability of infection. A pogtive test result
should prompt the clinician to repest the test (draw another sample and send it along with the
next scheduled specimen to be collected) and to perform additiond dlinica testing for more
definitive evidence of fungd infection.

Can the patient be infected in the absence of a positive test?

Yes. Thetest detectsonly asper gillus and does not detect other clinically important fungi.
Moreover, there is the possibility that aspergillus infection may be present in the absence of a
postivetes. If apatient has dinical symptoms or Sgns suggestive of infection, diagnostic
testing should be pursued even if the test is negetive.

What should | do if my patient has a positive test?

It isvery important to perform afull range of diagnostic testing, just as one would do if one
did not have thistest. Thiswill include fungd blood cultures, CT scans, bronchoscopy of
pulmonary infiltrates, cultures and biopsies of suspected sites of infection. A positive
galactomannan test by itself should not constitute groundsfor ingtituting antifungal
therapy. If the patient has sufficient evidence for fungd infection that meets the definition of
“possible’ fungd infection as defined in Table 3.1.1 in the protocol, atria of empiric

amphotericin B may be indituted while diagnogtic testing is performed.

How often should | test my patient?

It is recommended that the galactomannan (GM) assay be used as a surveillance tool twice
weekly during the HSCT patient’s at risk period (day O to day 60-100 post transplant). For this
study, diagnostic GM blood samples should be collected twice weekly on two non-consecutive
days, preferably 3 days apart (e.g., Mondays and Thursdays), during the first 60 days post
trangplant and once weekly on days 60- 100 unless one of the following criteriais met: (1) patient
received aT cell depleted transplant and received podt-trangplant GVHD prophylaxis or (2)
patient is on steroids or (3) patient has or has had acute GVHD. Diagnostic GM samples should
be collected twice weekly from these select patients. In addition, diagnostic GM samples should
be collected prior to and at the onset of possible fungd infection and twice weekly from patients
receiving empiric trias of amphotericin B for possble infection.

In addition, a baseline GM sample must be collected up to one week prior to the start of the
conditioning regimen. If the results of the basdine galactomannan assay are not available prior to
the initiation of conditioning, aCT scan of the chest is required.
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How should | collect the GM sample?

On each scheduled collection day, one 5 ml periphera blood sample (2.5 ml for pediatric
patients less than 12 years old) should be collected in a gold top plastic serum separator tube
(BD# 367986 for adults, BD# 367983 for pediatric patients), centrifuged, but not decanted or
transferred. 1t should then be cold-packed and shipped priority overnight for “next morning
delivery” to a certified reference [aboratory.

What reference labs conduct the Diagnostic GM Assay?

The Diagnogtic GM assay may be performed by: (1) the University of Washington Community
Laboratory Services (http://depts.washington.edu/| dbweb/cs/csohome.html, 800-713-5198), (2) a
certified contract |aboratory or (3) a certified hospital |aboratory associated with the transplant
center. “ Certified” refersto CLIA, CAP or JCAHO certification. It is recommended that
laboratories complete Bio-Rad' s proficiency pane and use the criteria for galactomannan
positivity as defined in §3.2 of the protocal; i.e., two consecutive pogitives (index vaue > 0.5) on
onesample.

What arethe Monitoring of Treatment GM Samples?

One of the secondary endpoints to be evauated in this study is the utility of the gaactomannan
assay to determine response to thergpy. Accordingly, even if the patient devel ops a probable or
proven invasve fungd infection, twice weekly Monitoring of Trestment GM samples should be
collected at onset and after initiation of trestment for the infection for four weeks, then once
every two weeks for eight weeks for atota of 12 samples. These samples will be frozen and
batch shipped to the Repository. The assays will be performed after completion of study
enrollment at Fred Hutchinson Research Cancer Center (FHCRC). Theinvestigators will be
blinded to the results.

4. ARE EMPIRIC TRIALSOF AMPHOTERICIN B PERMITTED IN THE TRIAL?
Yes. Empiric amphotericin B can be used in patients with suspected fungdl infections while
clinica tegting isbeing conducted. Thisis an important safety provison. But they are restricted
to certain Stuations where there is sufficient evidence for fungd infection. For neutropenia
before engraftment, the patient has to have persstent fever despite broadspectrum antibiotics
without an infection being identified for at least 96 hours. After engraftment, the patient hasto
meet the criteriafor “possble’ fungd infection specified in Table 3.1.1. The conditions for
judtification for starting atria of empiric amphotericin B are described in §2.4.10 of the

protocol.

Arethereany requirements during amphotericin B trials?

Yes. First, arepeat blood sample for galactomannan should be collected before starting
amphotericin B. Second, the amphotericin B trid should be judtified by the protocol criteriain
Table 3.1.1: at least one host criterion plus ether one microbiologicd criterion or one mgor (or
two minor) dinicd criterion. Third, the purpose of thetrid isto dlow you time to perform a
complete evauation and get the results back. If the results are negetive, you should stop the
empiric trid. If the results are positive and the patient is confirmed to have a“probable’ or
“proven” fungd infection, the endpoint is reached. Fourth, galactomannan assays should till be
performed twice weekly during the evaluation. Fifth, the study drug should be continued.
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What arethelimits on empiric amphotericin B use?

It should only be used, as noted above, to alow eva uation to proceed. In no case should it
continue beyond 14 days. In most cases it will need to be given for only severd daysto alow
testing and receive the results.

What do | do with the sudy drug while empiric amphotericin isbeing given?
It isto be continued. Both amphotericin B and the study drug cannot be given together more
than 14 days. One or the other must be stopped after 14 days as specified in the protocol.

5. HOW DO | GO ABOUT MAKING A DEFINITIVE DIAGNOSISOF A
PULMONARY INFILTRATE?

A good first step for the patient with a pulmonary infiltrate is the performance of the

galactomannan assay and CT scan. This should be followed by performance of a bronchoscopy

with BAL and biopsy (if deemed to be safe) or percutaneous needle biopsy for periphera

nodules (or both in turn if necessary).

If the diagnosisis not confirmed by these procedures, then you should consider an open lung
biopsy to establish afirm diagnosis. There are obvious pros and cons with an open biopsy.
Thereis more morbidity and sometimes the patient may not be a suitable candidate for it. On the
pogitive 9de, it remains the gold sandard for diagnosing pulmonary aspergillosis. A firm
diagnogswill dlow you to diminate some potentialy toxic empiric therapies which frequently

are required when you cannot be sure of what you are tregting, and surgica excison can be
therapeutic as well as diagnogtic in the case of aspergillosis. It isimportant to note that while
BAL has an excdlent yield for certain pathogens (e.g., CMV, PCP), theyield for aspergillusis
poor. Additiond testing is frequently required to firmly establish or refute the diagnosis.

6. WHAT HAPPENSWHEN MY PATIENT REACHESTHE PRIMARY ENDPOINT
(I.E., PROBABLE OR PROVEN INFECTION)?

In the event of the patient demondrating a probable or proven invasive fungd infection as per

the criteria pecified in Table 3.1.1, the patient has reached the primary study endpoint, should

sop study drug and the clinician isfreeto treat the infections according to locd ingtitutiona

guiddines. The following are offered as suggestions.

One option isto use amphotericin B and voriconazole together. This would provide adequate
thergpy for most funga pathogens irrespective of which study drug the patient was assigned to
and this strategy would ordinarily not require breaking the blind. Voriconazole isto be given at
adose of 6 mg/kg/dose IV twice daily for two days, then at a dose of 4 mg/kg/d thereefter. One
can switch to the equivalent dose oraly once the patient is stable and taking ord drugs
satidfactorily. The dose of amphotericin B is 1.0 mg/kg/d if the conventiond formulation is used
or is4.0-5.0 mg/kg/d if alipid formulation isused. |If the pathogen is mucormycoses, an
amphotericin B formulation is the therapy of choice; voriconazole is not active againg this
pathogen and is not needed.

For patients with proven mucormycoses or probable fungd infection with filamentous funga
forms on cytologic or histologic section which cannot exclude mucormycetes, an amphotericin B
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formulation (or other investigationa therapy) is recommended. Voriconazoleis not active
againg mucormycoss.

Can | break the blind once the patient has reached primary endpoint?

No. Study drug assgnment may be revedled only for reasons relating to the patient’s safety or
when critica therapeutic decisions are contingent upon knowing the assigned study drug. A
decision to bresk the blind must be discussed with the medical monitor in advance. Withdrawal
of apatient from the study trestment is not a sufficient reason to break the study blind.

7.WHAT CIRCUMSTANCES PROMPT EARLY WITHDRAWAL OF STUDY DRUG?
Patients will be withdrawn from study drug if they meet any ONE of the conditions below:

0 Thereisevidence at any time during the study of a probable or proven invasive fungd
infection as defined by criteriain 83.1.1 of the protocol (see question #6 above).

0 Any of thefollowing toxicities occur. However, if ancother etiology is judged by theloca Ml
to be the likely cause of the toxicity and an interval of no more than 10 days has |gpsed, then
the study drug can be resumed at origina dose. If the same toxicity recurs, the patient will be
withdrawn from the study treatment.

a) For hepatic toxicity: If ALT exceeds ten timesthe upper limit of norma and isfdt to
be at least possibly related to study drug, the study drug should be held until the
causdity clarifies and until the toxicity resolvesto aGrade Il or less.

b) For visud toxicity: Photopsa (visua disturbances) is an occasiond sde effect of
voriconazole. It typicdly istrandent and is not associated with organic or enduring
sequelae. 1t does not represent grounds for withdrawal. |f a patient experiences loss
of vison (blindness), it is unlikely that it is due to the study drug; however, the study
drug should be held until etiology is established. Cyclosporine and tacrolimus can
cause loss of vison and should be held. Retina hemorrhage is dso a potentid cause
of visud loss and platelet transfusions and optimization of coagulation parameters
should be considered where appropriate. Ophthalmic evaluation should be promptly
carried out.

c) For cutaneoustoxicity: A skin rash can occasondly occur. This may be provoked or
exacerbated by sun exposure. Other potential causes of rash should be investigated,
induding graft-versus-host disease and drug sengtivity. A skin biopsy may be useful
in the evaluation of other causes. This ordinarily will not congtitute grounds for
withdrawd unless thereis skin necrosis or ulceration or generdized exfoligtive
dermdtitis.

d) For neurologic toxicity: An infrequent observation in patients receiving voriconazole
ishdlucinations. A prdiminary andyss suggeststhisis due to potentiation of opiate
or benzodiazepine effect. If such should occur, attempts should be made to reduce
opiate and/or benzodiazepine dosages. If necessary after a least 24 hours after
reduction of the dose(s) of concomitant opiates or benzodiazepines, study drug can be
held (without withdrawa) up to 10 days as specified above to alow reduction of
doses of these concomitant medications.
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e) For cardiac arhythmia: If asgnificant arrhythmia occurs, sudy medication must be
held, and the subject must undergo further assessment by a cardiologist to evaluate
the significance of thefindings. The cardiologist’s assessment and opinion on the
sgnificance of any abnorma finding will be summarized in areport and submitted
with an Adverse Event Form. If the Pl and cardiologist conclude that it is not related
to the study drug, study drug can be resumed as specified above. Otherwise, the
patient will be withdrawn from study trestment.

f) Forrend insufficency: The patient experiences serious rend impairment requiring
hemodidyss.
g Forany other Grade Il or 1V toxicity according to the NClI Common Terminology

Criteriafor Adverse Events (CTCAE) Verson 3.0 which is not typically expected in
the course of BMT and may be possibly related to study drug.

0 Sygemic amphotericin B (or one of the lipid formulations) is given for more than 14
consecutive days.

0 The patient requires terfenadine, astemizole, cisgpride or Srolimus, maintenance
phenytoin/anticonvulsant therapy, or any of the drugs prohibited at study entry (§ 2.3.2).

0 The patient is an outpatient and requires |V study drug for more than 14 consecutive days
and cannot tolerate oral study drug. Please notethat 1V study drug must be prepared by
the investigational pharmacist (and not by home health care) in order to maintain the
sudy blind.

0 The patient becomes pregnarn.

0 The patient withdraws consent.

The medical monitor should be contacted for advice about any of the above considerations for
holding or withdrawd of the study drug due to adverse events.

What assessments arerequired when study drug is discontinued?
When sudy drug is discontinued for any reason including probable or proven infection, the
following must be completed in addition to all study assessmentsrequired through Day 365:

0 A phydcd examination including vita signs should be performed within 72 hours of
discontinuing study drug.

o If previoudy positive, CT scans of chest, abdomen or sinus should be performed within a
72-hour window of study drug discontinuation; and if an abnormality suspected or proven to
be fungd in nature is till present, pertinent studies should be repesated approximately two
weeks following study drug completion and subsequently repested until resolution of clinica
or radiographic Sgns of infection, generdly a no more than 6 week intervals.

o0 Other follow-up diagnostic tests should be obtained as deemed appropriate by the principa
investigator.

0 Blood sample (5 ml for adult patients, 2.5 ml for pediatric patients less than 12 years old)
should be obtained for pharmacokinetic analysis of fluconazole or voriconazole
concentrations (as per Appendix C).
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0 All study drug withdrawas should be reported on the “ Permanent Study Drug Withdrawa”
case report form viathe Internet Data Entry System within three business days.

8. HOW ISTHE PATIENT'STREATMENT ASSIGNMENT COMMUNICATED TO
THE SITE?

The dinic coordinator a the trangplant center will complete the patient’s initid screening by
entering demographics, segment 0 information (date informed consent was sgned) and segment
A information (induson/exdudon criteria and HLA typing) of the digibility form via the
Internet Data Entry System (IDES) within one week prior to initiation of the conditioning
regimen. If the patient is digible, an ALT test must be obtained within 72 hours of the transplant
(day 0). The coordinator then completes the enrollment process by entering the results of the
ALT tet on segment B of the digibility form via the IDES within 72 hours of transplant. If the
patient is digible a random treatment assignment number is immediatdly generated. The
coordinator is responsble for forwarding the randomization number to the investigationd
phamacis. The invedigationd pharmacist will use the code lis provided & the beginning of the
sudy to decode the number and prepare the appropriate study drug. The investigational
pharmacist will be the only unblinded staff member at the transplant center and is
required to maintain the blind.

9. WHY MUST | REGISTER ALL OF MY TRANSPLANT PATIENTSINCLUDING
THOSE NOT PARTICIPATING INBMT CTN PROTOCOLSWITH THE IBMTR?
The data collection system and monitoring system for BMT CTN trias buildson the IBMTR
data collection system. An essentid part of this processisregigration of ALL patients
transplanted in each participating center. This requires completion of the IBMTR “Pre-Reg
Form”. Registration of transplant recipients (both those entered and those not entered on
BMT CTN trials) isarequirement for all Core and non-Cor e centers. These datawill be
used to generate recruitment reports that would otherwise be requested of each center monthly to
meet NHLBI recruitment monitoring requirements. They will also be used to sudy the
recruitment process and evauate ways in which we can modify protocols or ingtitute other
measures to enhance accrua to BMT CTN protocols.

What forms must | submit tothe I BMTR?

o0 Pre-Regigtration Form for ALL patients (both those entered and those not entered on BMT
CTN trids) isarequirement for al Core and nonCore centers. At aminimum, these must be
batched monthly to the IBMTR.

o0 TED Form (including the Core, Graft and Disease inserts) at 100 days post transplant for al
patients enrolled in BMT CTN protocols. At a minimum, these must be batched quarterly to
the IBMTR.

o Followup TED Form (including the Core and Disease follow- up inserts) yearly for dl
patients enrolled in BMTCTN protocols. At aminimum, these must be batched quarterly to
the IBMTR.
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How do | submit the I BMTR forms?

Y ou may submit “paper” or “dectronic’ IBMTR formsdirectly to the IBMTR as you currently
do. If you chose to submit paper forms, green “BMT CTN” stickerswill be provided to you to
place on the forms to notify the IBMTR that your center is participating in BMT CTN
protocol(s).



