#6R1.1 -3-

for acute leukemiz. The incidence of pneumaonitis rulated to irradiation in thewe patients
is not known with cerlainty; however, "idiopathic” interstitial pneumonitis has been
reported to accur in a8 many as 35% of patients with a mortality rate of 10 1o 24%
depending on presence of assoclated risk factors (use of methotrexate, ape, presence of
severe graft vs. host discase, interval from diagnosis to transplantation, performance
statuk pre-wansplaat, radiation post-uransplat associated with metliotrexate
administration) (16,17). With respect to upper half-body irpacdiation, there 110 now
commidurably data which beor on the question of lung tolerance in humans (18-27). I a
single uncarrected doso of 800 rad is employed, the incidence of an scute, pencrally fatal
radistion preumnnitis syndrame has heen ceported as 29% in a sories of patients with
long-term follow-up (13). As a function of absolut: dose to the [unp the onset of
radialiom precumonitis occurs at about 750 rud with a 5% to 9% incidence a1
appraximately 820 rad (21,22). The peak incidence is 2 to 3 months after irradiaton
with @ time of onset ranping from 1 10 ¥ months. In owr itial stucly, a single Fractivn of
BN rad (B Ciy) was used corrected [or lung inhomogeneity calculated using chest
computed tomagraphy far total body irradiation (23).

Unfortunately, fatal radhation pneumonitis wos observel in both evaluatesd ptients
treated With this protacol at the FHCRC. Similarly, patients given unmodified
autalopous marrow at the University of Washington treated with 30 identizal
chemoradintherapy protocol suffered radiation pneumonitis.

A cumbanation of high-dese Ru and Cy followed by marrow transplan:ation has been
showm to be effective therapy For a varcety of hematological matipnencics inchiding scute
nonlymphoeytic leukemia and chronic myelogenous leukemis Decause alkylating agoats
arc cffective drups in the treatment of breast cancer, combinations of bigh-dnse
alkylators may prave particularly efficacious in the therapy of breast canecr. Sinee high
duses of Bu and Cy are martow ablative, hematologic: recovery will wnly occur afier
marrow transplantation,

Four pativnts with metasiatic breast canear have been treated vn FHERC protocal 346
with the BufCy regimen followsd by autolozous marmow tcansplantation (AMT). One
patient died of bacteremia 17 days post- transplant. Twe patients died of polmonary
hemorrhage both on day 11 post transplant. The fourth paticnt, whn had liver, bune and
marrow disease achioved a complete respunse but dicd of dEsseminated Asper gilluy
infection 306 days poat transplant, OF interest, her peripheal blood counts wern noemal
&rd at autopey she bad no evidence of breast cagrey.

Thies, the: regimen of Bu 16 mgfkg and Oy 120 mg/ kg is probably too texic with at least
2f4 patients dying from regimen related toxicity. A similar phenomenon was ohserved in
A group of paticnts receiving transplanis for muliple myeloms Among a proup of 6
pativnts who recrivod Bu 16 mg/ky and Cy 120 mg/ke, thers were a1 least 3 carly deaths
from regimen related undcity (2 VOT, 1 interstitial parumenia), A subsequent group of
5 patients reccived Bu 14 mpykg and Gy 120 mp/kg followed by allografting {4 patens)
or aueagrafiing (1 patient). None of these patients aeticnced prade 3 or 4 1egimen

related toxiciey, This would indizale that high dose Bu, when wad in combimatiion with
high e Ly, had o wery atep dose tawiefie rurun



