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far acule leukemia. The incidence of preumonitis rulated to irradiation in e patients
is not imown with certajnty; however, idiopathic” interstitial pneumanivis has been
repucted (o occur in as many as 35% of paticnos with & moctality cate of 10 to 24%
depanding on presence of assoclared risk factors fuse of methotrexabe, age, presence of
severe praft v host disease, interval from diagnasis to transplantation, performance
statux prestransplaint, radiation pesi-lransplant associnred with metlietrexnte
adminisisation) (16,17). With respeot 1o upper haif-body iccadiation, there are now
considzrable date which bear on the question of lung tolerance in humans (15-22). Ifa
sinple uncerected dose of 800 rad is umployed, the: incidence of an acute, generally fatal
radiation pneumonitis syndrome kas been reported as 20% in a series of patients with
Jong-term follow-up (1B). As & fanction of absolute duse to the lung the onset of
radiation pneumanitia gecurs al about 730 rod with a 5% ta 9% inadence at
appioximately 820 rad (21,23). The peak incidence is 2 to 3 manths after irradimion
with a time of onset ranging from 1 to 7 months. In our initial study, a single fraction of
800 rad (2 Gy) was used corrected for lung inhomogeneity enloulared using eheat
computed (omugraphy for twtal body irradiation (23).

Unfortunately, fatal rmdiation pneumonitis was abserved in hoth svaluated paticnts
treated with this protacal a1 the FHCRC. Similadly, patients givon unmadificd
autnlopons mariow 3t the University of Washingran treated with an identical
chemecadiotherapy protecol suffered radiation preunaonitis,

A cumbination ef high-dose Bu amd Oy [ullowed by marrow transplaotation has been
shown o be elivetive thorapy for & veriety of bematalogical malignencive inchrding aeuare
noalymphocytic leukemia and cheonic myelopenous leukemia  Fecanse alkylating agents
aee offective drugs in the keatment of brerst cancer, combinations of bagh- dose
alkylaturs may prave particularly cfficacious in the therapy of hreast eancer. Since high
duss of Bu and Cy are marsoe sblative, hematalagic recovery will only vecar after
mariow transplantation,

Four paticnts with metasiatic breast caneer have been treated on FIICRE pratocol 148
with the Bu/Cy regimen followed by autologous marrow teansplantation (AMT), COne
patient died of bacteremia 17 days post- tramsplant. Two patients died af polmonery
hemorrhage hoth oa day 14 post transplant. The fourth paticnt, who had liver, bones and
Marrow disease achicved a complete: 1espunse bul died of Jisseminated Aspaagillus
infection 300 days pust ansplant. OF interest, her penpheal blend counts wete normal
and at autapsy she: had no evidence of breast caneer,

Thus, the: regimen of Bu 16 mg/kg and Cy 120 mg/ke i probably tog toxic with at least
2/a patients dving from regimen related toxicity, A simila phenomenon was nhserved in
a group of patienta reciving transplants far multiole mytloms Among a group of 6
paticnts who receiviid Bu 16 mg/kg and Oy 120 mg/kg, there wero at lean 3 carly deathe
from rigimen related wedeity (2 VOIT), | interstitial pReumonia). A subscquent gooup of
3 paienis received Bu 14 mgfkg and Cy 120 mp/kg followed by allografiing {1 patlents)
o autografung (1 patient). Noae of these paticats spericnced prade 3 or 4 Tepionen
related tomiciry. This would indicate that high dose Bu, when used in cambinaiion with
high doss Ly, hias o vory steop dope 1adeily rurve



