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BACKGROUND AND PURPOSE

Palients with early breast caneer who have 10 or more poshtive lymph nodes are at very high risk of
developing metasiatic disease, The remissions obtained by treatment with chemotherapy in metastatic
east cancer are almost abways temporary. They usually last for months rather than years,
vestigators have not proven, but hypothesize, thar high dose combination chemotherapy will redoce
the number of tumor cells in tha patisnt over that achisved with "standard doses.” This intensive
vombination therepy destroys the normal bone marrow so no new blood cells are produced. The
patient’s stored marrow is given to repopulate the marrow spaces to prodoce red cells, white cells and
platalets, _

“This new treatment program has been designed with the hope that it will prove to be much more
effective than standard treatments now available. We hope that your life will be lengthened by this
treatment. There is, however, a chance that your life will be shortened because of the treafmant.
Becanse the weatment is designed 10 eliminate 25 many cancer cells as possible, the treatment will have
many side effects which will be unpleasant and can resull in your death.

This new treatment program has been desipned to determine the maximum tolerated doses of the

chematherapy drugs busulfun and ¢yclophosphamide when nsed in éombination with dougs which inhibir

umer necrosis factor {Anti-THF therapy). Tumor necrosis refers to cell damage or death, Anti-THNF

hmng utilizes pentoxifylling, (FTX) and ciprafloxacin, (CIPRQY), drugs which may prevent cell death in
thy cells.

FTX has been safely preseribed for more than 10 yzars to treat leg crampe due to poer circulation with
lictle ar no side effects, Recent studies suggest that PTX prevents kidney, lun g and liver damage in
palients receiving transplants. When PTX was given along with an antibiotic ealled dproflaxacia
(CIPRLO) te patients undergoing bone marrow transplant, no kidney, liver or lung damage was seen in
M patizats, We plan to see if the combination of these drugs can prevent damage to the kidney, liver
Things in patients receiving bone marrow transplant. Initial information in patients undergoing bone
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marraw rransplants suggests the sacller PTX/CTPRO jx stacted the better are the chances for
preventing organ damage

During the tme of bone marrow transplant, you havs an increased risk for developing seelous Infeciion
because of low white bload cell counts. Therefore, this ereatmant repimen will alsa inchide the doug
recombinant human pranulocyte macrophage-colony stimulating factor or thGM-CSF,  Resolts from
tha uze of rhGR{-CSK in human trials (over T cacae) syggeor tha thGM-CSF iz well tolorated and
may chorlen enprafiment tima by stimolaling whita blood czll graeah.

Scmedimes # & nol pussible W barvest sufficient bone merrow becavse of previous treatment ar the
naturs of your disease. In such situations, the peripharal stem cells, a cell which is the source of all the
blnod cells in your body, mny be obrainad from your peripheral blood In this case, your peripheral
binod can e uned 10 parfoerm 8 suceessfil transplant.

Thews ars nu guaranises or promisss the procedure will be sooocssful

PROCEDTIRES

Murraw Harvesd
Alter your bone mamow iz enllectes], an untreated portion will be frozen,

Separalion of Hematopaletie Stem Cells

i your anarrow is treated Lo sedect stem colls, it will be Incubared with the monodkanal antibody 128,
which comes from mice ond reacts with the stem eclls. The marow is then pastad ower a colimn
couibuning Lhe protein aviding which will hind thase antibody-lebeled stem cells. The other macrow calls
including the tumor cells pass through the column and are climinated. The stem cells which are bound
to e column are racoverad 2nd stored uneil voor transplant. When the stored 12.8-positive marrow
cells are required for transplant, they arc thawed and Infusad.

Condilinaing, ReglmenfDose Escalation

Touwill then he given high dose of busulfan and cpclophosphamide prior to youc trangplant. The
desnges you will be given will be administered to four patientsin all. Only after-a group of four patieats
shorwe no severe roactions te the chemotherapy treatment will the dosage be raised to the next dosape
level. Busulfan will be given orally for four consecutive days, then cyclophosplsamixde will be given on
three or four davs depending oa the dose levels,

Anti-TNF Therapy
The Ant-TNE therapy will Le admumtered orally for 31 days staring nina duys befere the transplant.
In the cutpatient department while you are pre-transplant you will receive oesl PTX and CIPRO. The

FIX and CIPRO will be given for 21 days alier your transplane Eirher dmizs may be given through &
yaur Hickman cuthster if your physician thioks you may not he absarbing the medicine when wou take js
by rmouth, Koutine hload tests will he performed daily. Same of these tests are routine medical care

‘and sOmE aTe par: of the study . Study samples of blood (2-4 tablespocns) will be taken once a week to
meazure the levels of the drugs in your bloed and your body's own respense to them. In seldition,
zamples (24 tablespoons) will be drawn daily to make sure you don't have an infeetion,
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Afier the chematherapy, the previously stored bone marrow which has heen t ??Ifh antiboady will
ba infusad thromgh the Hickman cathaeter, similar to 2 blood transfusion. In the svent the number of
cells harvested is insufficient or if the marrow sampls baing treared is difficult to process, your stam
oellz may not ba shis to ba jzolated with this procedere. Tn this caea, you will receive tha on :
marrow, [n some mases the amount of marrow mrvested is bess than the amound normglly harvested. In
thia situation you will receive bolh marrow and peripheral blood as your tremsplant Therefore, vou will
receive as your fransplant either your unprocessed marrow, processed marmow ireated to remove breast
cancer eclls, hoth marrew (reated or untreated) and peripheral binod, or, alcernately, your nnircated
peripharal blood

GM-CSF
The chGM-CSF will given intravenously {(by vein) for 22 days stanting on the day of transplant.

You will then remain in the hogpital for approximately three weeks to allow complete bone marrow
FECOVELY.

RISKS, STRESS, OR DISCOMFORT

Tumlfan. The immediate effects af busulfan may include vomiting, diamrhes, and sefrures. Medication

1 be given to minimize or prevent these side effects. The late effects which are usually temporary
may include hadr loss and hyperpigmentation (changes in skin color). Some patients mey develop a
rash. Some patieats may develop muocositis (mouth sores). Some patients may develop abnormal
function of the liver or lung

Crrlophesphamide raay cause nausea, vomiting, dlarrhea, remporary hladder feritation, and, at times,
blceding from the bladder, and temporary hair loss. A small portion of patients may have pralonged
bladder damage and bleeding. Cyclophosphamide also suppresses production of red blood cells, white
bleod o0lls, and platelats, causing a rsk of infection and/or hemaorrhage until thepraft begins to
funetion. Cyclophosphamide causes decreased immunity which may alse lead 1o increased infections for
several months following mnsphnt Heart damage may oocur in a small number of ]:bahml‘.ﬂ.
C}lﬂq:'l‘mphilmdn may resull in sterility. Even if "lerility does nol ocour, thers is 3 major risk of
gﬂlﬂh: damapge Lo any future offepring. There may ba zsome as yet nnl:n-cwm consaquenees o tha
patients health resulting from the administration of cyclophosphamida.

Penlonilylline, an Antd-THF agent, has been safely used in the oral dosage form for other treatments
with Tew side cffects in the United Siates for owver 7 years ar the same amount that will be used In this
study. The most freqoent reactions have been 2 5-10% increase in the incidence of nausea and
vomiting. Also theoretical side effocts include abrnormal heart rhythms or seares and coma but none
of thess have been chesrved in over 50 patients treated with the dose of PTX to be used for this study.
Intravesgus pentoxifylline is an investigational drug. Therefore, the risks of this form of the drug are
not completely know at this time. Although we do not anticipate any serious side effacts from
mlr:gﬁ':gms pentoxifylline, tha rara sdea effects reportad ore the same as those reported for the oral

m of the drig,
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“iproflaxacin, the ather Antl-THF agent, is a widely used antiblatle with no mejor @ide effects. The
ost common side effert Indudes stomach upset or headache

RhGM-CSF appears (0 cauze trangiant moscde and hona pains during tha time of jreatment in 25% of
patients. Oecasional headachas, Bacial flushing, hypotension, partial loss of eomeciousness, rapid heard
rate, difficult breathing, spisodes of nauses aml low prade fevar have alo been observed in patients
rocciving rhGM-CSF.

Marrow or Peripheml Blood Stem Cell Transplant. “LThers is a risk of incressed infections or even

death prior to engrafiment or in the evenl your marmow does nol funclion adeyuately after engrafiment.
Elood counis will be done requemtly Lo monilor Lhe relum of mamow (Undion. Plalelsl and red cell

transfisiong will be given as necssary 0 maintain adeguale levels, There is a sk that the graft may
not grow. Such a grall Tafure mipht be fatal unless @ memnd ransplant could be carried out

ADNDITIONAL RISES

a) BEload samples must be dravn at frequent intervals to follow the freatment and 4o monitor tha
return af marrow function. Granulocyie, platelet and red cell transfuzions will be givem as ne-
cassary to mainiain sdequate levelz. Thera is small discomfort at the ste of needls insertion
amd bruising may ocour.

b) Merrow incubnted with antibodies or stored withoat incubation can be damapged by the
processing, freeving and thawing with resullant poor er no angraftment,

cl If the monodonal amibody-treated mamow does not grow in 2-3 veals the untreatad mamow
will be infusad i

i In addition (o th=a above risks, there is the risk of organ failurs, indoeding heard, kdney, lung,
brain, iver or other hody parts. This risk & inoreasad in paliznis who have alresdy bad
significant chemotherapy amdfor radiation therapy.

&) The= melignancy may recur even if the tamsplant & suooessful.

) Marrow is stored in dimelhyl sulfoxide (DMS0). This compound has an unpleasant ador which
is given off thrauph the longs (and breath) for sevaral days.

BENEFITS

Srandard chamaherapy-induced remissions are almast always wmporary. This new treatment has the
potential of prolonging life for patients with merasratic breast cancer.

ALTEENATIVES

Allerpate trealment programs might involve other forms of chematherapy, withour bane marrow
slurage or intepsive consalidation reatment as well sz other investigational treatmems and
invesligational chematherapeutle drugs. These alternate programs may be l2sg risky, but may also be
less eifective. This is & new approach so information about irs usefulness somparcd o standard
treatment is not available,
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Thia treatmant i3 baing vnderiaken for the above described fatal disease. in agra&l}sglgg‘pnrﬁcipﬂta ina
rescarch progmm ymu are choosing (o recelve therapy 1hat is oot yer available outside of research
institutions. This therapy is hased on lboratory studiss end /or exchangs of information with nther
resenrch centers. Although we expect it 10 benafit your condition, there is no assurance that it will da
B3, and it is possihle chat yau meay have unfavorable complications which might zlso be fatal.

Vour decision 1o participate in this studv I3 voluntary, You can decide wheiber or not to participats i
this stucy. - ¥ou may decide not to pardclpate in chis study at any tioe, for any resson, without potics,
Howewrr, catly withdrawal from treatment durlng the conditioning regimen withoul sutemguent marrow
transplantation conld be fatzl

It is understaod thar all medizal xpenses relating to, or ansiag from, these procadures will be paid by
yon end/or your infurancs company.

There is no financial compensation for participation i this program.

Medieal eare will be autharized by the artending physician. ¥ou and/or your insurines campany will he
responsible for ell posts arising from the medical care. Bn order to evalvate the resulls of this study,
your madical recards will necd to be available to other physicians and researchers assecialed with the
resesrch project. Call Therapewmizs Insoeporated (the company supplying the drug, IV Pemioxifylline),

.the Food and Drug Administradon, and Natlonal Cancer Instituze will also have aocess to this

" formation. All precaurions o maintain confidentiality of medical reconds will be taken. Your
monel identity will not be pevealed in any publication or revults. Study records will be maintained
wdefinirely for the purpose of analysis and followe-up. '

[f you have questions aboat the research or related Ligury, plense contact your attending physlcdan,

[f you have anv qoestions about your rights 45 a ressarch participant, please contact Karen Hansen in
tha Institaclonal Review QOfice of Fred Hutchinson Cancer Kesearch Canter nt 206 /667-4867.
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[aveslipalors Sratement
1 Lave provided an avplanation of the sbove research program, The subject was given an opporiunity to

discuss the precedurcs, including possible aliernatives, and 1o ask any additional guestions. A signed

wipy of thiz consent form hzs been given to the sulyect,
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Snhiect's Sen

T uncarstzmd that T have a life-thraztening disense and thet remiment is prowidad by this research
center. I bave ciosen o undexzo this tresiment in spite of the vncerraintdes of the outconwe awd the
passilde Lo ful effects Lecause te posaible benelits curweigh the risks, ;

I agrea Lo this study and to the conditions owlined in the Basic Oncology Consent Form which 1 have
read and signed. 1 hava had 2n opportunity o ask questions of the physicians, including questions
ahout risks, haneiiis and allemativas to trenimam. These questions have been answered to my
mlmfnr:nﬂn [ undesstand future questions I may have about the research will be answered by one of
the investigators listed above and thar any questions I have about my rights as # research subjact will ba
anawered by the persen idenrified abovwe. No promises or guarantees have been mads reganding tha
anticipaled cutcome of any 1ests or proccdeces. T am aware that I andfor my iswraoce cris i re-
spansible far the. eoats inenrred in the therapy provided, inchoding adverse effects. 1 pive permision for
my medical records to be availablz to physirians and personnel for this study at the University of
Wazhingion, Fred Hutchinson Cancer Fesearch Center, Food and Drug Adminisiration, as well as Cell
Therapeulics Incorporatad (the company supplying the drag, IV Pestordfylline). [ acknowledze that [
will receive 8 signed oopy of this consent form,

@n‘ﬁamﬁﬁ” W‘L’ el 1 /4197

£}

tient- Do iteddir [Date JDate
Farcnt/lcgal guardian TDate Other parent/legal guardian /Date
[for patients <18 years old] : [ rezsonsaldy available]
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