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2. Lojpiveduction

This protoenl replaces proroec] #3292 which currently uses busalfan (BL) 1+ oyclophnsphamidz
{t2¥) in 2 iee escalation, toxiciny teiad plus DG4 sdected awolopius marrow fus the treatmem of
palicnts with advanced breast cancer, Changzs are proposed in order o0 have an "all incluaie”
truatmeant protoco] for priients with hreast caneer recaiving BUACY.

The propuosed changes are 16 alter the BU 4+ Y dose escalation scherna s Lhar the next highe:
ise beveds will imreass ibe doees of BU rather than ineressing the OF a2 inothe old schema, In
reldition, patiens will 2l repeha: anc=-THT therapy similar to protocol #5538 (recently reviewed 'w the
CIC). Preliminiazy results of autclogous marvew transplantation for breust mncer wsing B1 and O
indlicate o oamisisg anti-secer adinty wilh 408 evaluable paticns who hacd LLET iV discase achieving &
complae pempanse. This protosal iz desipaed to determing the mazioum telerated dosgs of the b -
Cy rogamen whon wged with deups that inhibat fumas neconsis factor {TNF-o). The sourcas of marrow
lvave: changed from unly G138 selectod marrow o G074 salected mareow, untecared merrow or GA08F
simedated peripheiel blond monomuelear codla fprotncal #656). Paticnts who do aot hawe ad=guate

miictvbery ©F marrow celle harvested for steatiment o who caonal hiave marmiw stored can thua he
treates] oo s slose escilation 51y,

Background
M. Comchitioning Resimen.

Cuenbination chemathorapy has heen employed as the saajur eant af treatment for
petients with both tecurrent or disseminated estrogen reccptor (ER) nepative breast
eazemnnmd, a4 well 45 cetedgen revoptor jumitive curelnema whizh has hecome refraciery
10 hovonnal manipulaton. The response pue of ER nepative metasiatic breas:
eazeinema (MEIC) t chomothsragy regliocos meorperzing Adiiamycia s 7 1 808 aed
4 comaplets: responge odtlrs in L3 0 20% of such paticas (1.2). The overal] response
rate of K R-positive hIBC i co the order of 50 0060% (3). Howese:, the suivival of
thoss pulioots ve roains pooe and cescalally 20l paticatz evendly dic o: MBEC The
respectiveg medion snrvical drom initial recurrence i 12 18 manths for ER-pumiive
and aboir 30 months for ERapoar e discase, with sepestoal S wene somdva’s of <508 ard
20%%, respeiively. Based on the enperionce of high-thise ¢ el bezang @nd bom
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Dose Sclection and Paticnt Allocation

The goal will he to determine the dose level that approximates the regimen related
toxacaty (RET) of 205%. Palients will be allocated (o thes: kevels hascd on a modification
of Hai's method [32). The first group uof four paticnis will be treatod at dose Level 2
(BU) 15 {Cy) 150 me/ke. RRT will be determined according o the criteria for toiuty
nutlimed in Appendiz A. The development of Grade 3 or 4 toxicity of any of the major
organ systems outlined in Appendix A that occurs within the first 28 days afier 1ransplant
will be defined as RRT. These prades will be deteymined by the Puncple Investigator
and reparted to the Repistration Office at (667-4728) and the Clisical Coordinator
(667-4324). Further doso escalation will be determined in the fallowing mannen

L At any lewel if there is reasopable evidence thai the RRT lovel coceeds 209, then
the dose will be dropped and will not return to the higher level. Specifically, we
will not treat additional patients at or above a dose level where the upper (Lo,
interval fram one to some lower limit) 90% one-sided confidence intvivai for the
wue peobability of RET exceeds 0.20. That is, the dose is dropped in the # of
RRT/subjects i+ 2,72 374, /5 116, 4/7, 4 /8, 4/9 or 5710

2 Patients transplanted for high risk Stage [1-I01 discase will only be entered at the
next Jower level of Bu/Cy. When 4 patients with metastatic discase have boen

entered at the next higher lewvel without laxdeity, Stage 11-ITT patients may then be
anrered at chat dose level

3 [[ no patients have been neated ar 2 dose Jovel and
A. Dose escalation is allowed, then the dose will be escalaied if the #
RRTaf# of subjoctz iz 0f4, If 2/4 are observed, Lhe study will drop o the
noxt lowest doge. 1f the dose is at the lowest dose, then up to a total of
tem subjects will be olserved as long as no more then o RRTs are
ohserved. If 274 arc ohserved, this will be the MTTYL [ three events ae
vbsexved al the lowest dose, the study will be aloppexd at this time.
b. If dose escalation is pot allowed, the dose will drop o a lower level (if
there is one). Otherwise, the study will stop i any of the numbezs o 1)
above are anained, Otherwise, data will be collected until ten suhjects are
observed at the level or two RRTs are obearved. H 0710, 1/10 or 2/10
arc abserved, this will be the MTD. If two RRTs oocur befora ahsorving
ten subjecis, then the Jillillﬂ;II will {hnE] down one dose
4. Lt the pratocol returns up w o previously siudied leve] (which then nmust have two
RETs with fewer than ton suhbjects studied), subjects will be studied unill either
a) 2/10 is observed and this will be considered the M1, or b) a thind event is
vhseived in which case the dose will he reduced and this dose not reterned to, or
) rule ong requires redueing thiz dose.
3 Il the proteecl returns down Lo a previvusly studied dose, then up to ten subjects
will be studhed urntil either a) nile one requires reducing the dese, or b) 0710,
1710 or 2/10 are observed in which case this dose i twe MTD, ur ) a third event
i1t observed [nowhich case the dose is 1w be rediced and nat returnod o
i} I the proluecl 18 on the inwest possible dose and cannot esealate and [F three
ERTs ate observed, the study will be stopped and the possibility of getiimg more
data at the bow dose will be evaluated. )
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“This study will teaminate whan the MTI) is defined, or level ¥ is reached without
wrxicity.

Anii-TNFer Therapy

Al padants will receive double terapy woluding: o
Pentoxifylline 400 mg orally 5 times/day - days 0 - +21, (Administration tunes
07:00, 11:00, 15:00, 1%:00, 23:00).

Ciprofloacin 500 rag pa BID days -9 until day 30 or hospital discharge.
(Intravenous cipeolloxacin will be given 400 mg Bil) for patrnts unahlec to take
oral mndiu:niinn}.

Marcow o1 Peripheral Blood Stem Cell Infusion

Paticnts who receive marrow and peripheral bloed stem cells shall v the peripheral
blood stem eclls infused first, if more than one day 15 required to give back the stored
cell products. Infusion is performed 36-48 hours following chemothaapy. Single-hag
aliquats containing appeosimately 120 ml volume of erynpreserved cells are thawed
quickly in a 17eC waterbath and infused rapidly in 510 min/lag in an adult dupunding
on the estimate of 1ozl blood volume,/infused volume. Thawed cells ave infosed intra-
venoualy withaout a filter. Cells can be infused over a 2 haur poricd during the day; if
murrow volume i5 Lapge o if side effects occur, infusions can be contmoed the folkwing
day. Refer to Standard Practice Policy Manual for Administration Guidelines.

In addition, ohtain the Fallowing:

1. Toxicioy:

a, Stored oells results in an unpleasant odor af DDMSO (garliclike) excreted
by the lungs and should be explained o the patient in advance. DMSO
teicity has not been detected fullowing stored marrow infusions in man.

b. Volume overload, ‘This can be avoided by centrifugation amd removal of
plazma, or by phlchotomy prior to infusion  This is of particular
mportance in small ereipients whe have proviously receiver] geanulacyle
ur platclet transfusions.

e, Pulmonary emboli. Usually not 2 problem, but ccour dus to [at and
marrow emboll. The Jatter problem, when it ocouss, is transient although
temporary adminstration of Oy may be nevesary.

d. Allergic reactions. Chille, fever, and hives occasionnlly acmr, prosumably
due 1o anhigenic plasma components. 'These reaclions are never scvere
antl respond 10 parenteral Benadryl. '

e A muxlest and transient rise in blacd pressure commenly oooms.

Inc eased intravascular wolume or u specific effect of TIMSO could be
responsible for this effect. Specific trratment - nat usually requized b
i merssacy the fest approach showdd be blowd o plasma cemoval

2. Lwaluation of Engraftment .

Engrafunent will be assessed by conventional means {inervase in WIC counts,
platelets, nnd ved cells; mamanativm of manow aspinates).

Girewwth fartors - All patients will reccive rhGM-CSEF 250 wrfm® faom dyy 021,



