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for acute leukemia. The incidence of pacumonitis related to irradiation in theee patients
is not kmown with certainty; however, "idiopathic® interstitial preamonilis has been
reported to ocour in 25 many as 35% of patients with 2 mostality rats of 10 10 24%
deponding on prosence of nasocinted risk factors (use of methotrcxate, ape, preseno: of
severe piafi vs. hust disease, interval from eingnosis to icansplantation, performance
status pre-transplant, radiation post-liansplant amociared with methotrexate
administation) (16,17). With respect to upper halfhody irradintion, there are now
con<iderable data which bear on the question of lang tolerance in humans (15-27), Fa
single unearrecizd dosa of BON rad is employed, the incidence of an se=ute, pencrally fatal
rudiation preumonitis syndrome has been repuried as 299 in a series of paticnts with
long term folluw-up (13). As a function of absotute dose 10 the lung the onset of
radiation pneurnonitis geeors an abaut 750 rad with a 5% to 9% incidenee at
appeoimately 520 rod (21,22). The pesk incadence i 2 to 3 momths after iradiation
with 4 time of onset canging from | 10 7 months. In aur initial study, 2 single fraction of
200 rad (8 Gy) was used corrected for bung inhomepencity calculated using chest
compured temograghy for total budy irradiation (23).

Linforrunarely, fatal rachation pneurmonitis wos obseevedd in both evaluated paticats
wreated with this protocol at the FHCRC. Simiarly, patients given unenodified
autolopous mariew at the University of Washingron treated with an inlentical
chemoradiotherapy protocol suffered raciation prneumonizis.

A combinarion of high-dese Bu and Oy [llowed by marrow transplantation has been
shoawn to be clfecrive therspy for & variely of hematalogieal malignancies indhuding aculu
noilymphocylic leukemia and chronic myelopenouns leukemia - Recaipe alkylating agonts
iy effuctive drugs in the treatment of breas! cancer, combdnatons of bigh-dnse
aliylaturs may prove partieularly «ificacious in the therapy of breast cancer. Since high
dowe= of Hu and Cy are marrow sblative, hematulopic recowery will only oocur after
matsuw tranepfantation.

Fous patients with merasiaic breast cancor have been treated on FIICRCG prodocol 345
with the BufCy regimen followed Ly autolopmis marrow teansplantation (AMT). One
pationt died of bacteremia 17 days posi- iransplant. Twa patients died of pulmonary
hemarrhage: hoth o day 14 post transplan. The fourth paticat, wha ksd liver, bono and
marrow disiaze achiewes) o eomplete response but dicd of disseminated Asrorgillus
infeuticn M6 days post transplant, OF [nterest, her roripheral Weod counls were normal
and at aulopey she had no evidence of breast cancor.

Thie, the: wegimea of Bu 16 mg/kg and Cy 120 me/kg s probubly oo toxc wilh at least
2/4 patients dving fram rugimen refated woxiciry. A similar phonomenos wis tlmmrved in
a groug of paticats reveiving transpliats for muttipls myeloms Amuong a groap of
patienrs who reccived Bu 16 mg/kg and Cy 120 mg/kg, there waro ar least 3 early deaths
from regimen related txeicity (2 VO, 1 interseitial pRrumonia). A subsequem proup of
3 patieats received Do 14 mpfkg and Gy 120 mp/ke followed by allografting (4 paens)
wm autngrafung (1 patient). Mone of these poicnts experienged grade 3 or 4 1cgimen
relatead toriciey, This wauld indicate that high dose Be, when ised in combination with
high ddime €7y, Iz 2 vary ateep dote T L T TR



