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Functional folate status as-a prognostic dndicator of doxicity in
clinfcal trialg of the multitargefed  amifolate LY231514. Peter H.
Zervos Robent H. Atler?, Donald £, Thomfm s Patricia A Thieni.
Bl -Lity and Co. Indianapolis, 1IN Umversffy of-Colorado;. Health
Scienpes Certer, Dept. of Biachemisffy Biopiwsics and Genetips.

Denver, GO

Studies in - animal modeis arza:i hunans have revesdied ihat folate
nutritional status may be correlated with toxiclty and antitumor activity of
antiiclates: Supplemental folic acid may play:a role in:protecting against
the: togicities -associated with: -antiiolate -drugs. LYR31514 s g
muti-targeted antifolate: that inhibits Thyridylate- synthase, Dihvdro:
folate -reductase and Glycinamide ribonucleotide “formyliransierase.
‘Functional.- folate: glatus, - based -on. genum - ‘concentrations of
homocysieing (HOYS), cystathione (GYSTAT), and:-methyimalonic acid
HMMA), was assessed iy 116 patients:participating in Phase 2 stugies of
LY231514. This: drug wis administered as o 10-minute infusion ongs
every 21 days.-Samples were daken prior to inltiation:of -therapyand
priotto the. start of each cycle. CTC Toxicity scores {hematologic and
non-hematologic} were assigned at the end of edch ovale: of therapy.
Eight. pis. - were ~found 10> be: folate. deficient (elevated  HOYS. and
CYSTAT and normal MIMA}. Al sxperienced CTC grade S:ord-tokiolly
which was primarily Hematologic: Frém: this: data, we would-conglude
that functionalfofate stalus appears to-be:a reliablesprognostic indicator
ofhemalologic - foxichy that ‘may be-experienced flom treatment with
LY231514 Fur!her investigation.is warranted i support tms conc!usnon
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Uncontrollad series from single institutions have suggestee;{ that the anat
sphincter can b preserved In patishts {pts) with-superficial.distal rectal
adenccarcinomas (DRA} but this. concept: has notbeen validates. in &

multinstitutional ‘setting.. CALGB, with ECOG, RTOG, and SWOG,
pathered 180, pls (PS 0-2) hav ng histologically. documented | TA/T2
ademncarcinomas  without cliiical "evidence of progression’ through
‘bowel wall or spread to lymiph node oy distant sites (ECOG/RTOG.
regsstered 2‘3 as wel) No mmsr couid be > 4cm n‘dlamster or

dentaZe tire. Pis w:th mm

anal cancer, oih .‘Bistdtbgiés, of
prror therapy Wwere nnelzg;h

,Th;skness fccai excrsron Swas

disease dted aﬁer 4:3 ‘Hionths. i‘m
These deta: indicale’ that ‘sphincte
excellent cancer control w;thout sacnﬁtze of arrat ﬁmctzon m‘sa
with sugerficial DRA
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include increased gseciability: and -sphincter-spating  surgeny. This
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Preoperative - chemoradistion . therapy: appears . superior. 1o
preoperative radisgtion. alone -in the managemsent.of clinical T3/T4
rectal cancer-NR. Ahmad, FR. Anne: DA-Nagle, L. Fose £
Mitchelf, and 8.5, Fry, Thomas Jefferson Unlversity, Phitadelphia, FA.

Advantages of ‘preaperative radigtion therapy’ (KT} i réctal “cancer

analysis ‘assesses: the influence of concurrant chemptherapy {CT} on
the:autcome of patients {pis) treated with: prépperative BT for clinical
stage T3/T4.(cT8/T4) reclal cancer. Two-hundred three pls with-¢T3M4 ]
cancers recelved  precperatives: BT {median. 658 . Gy} Tollowed by
surgery. Forty-seven received concurrent OF (CRT group) and 156 dig
not: (RT gmup} GE consisted: of protracted 'venous: infusion ' &-FL
(scezmg;m z’day‘; in B2 pis; weekly bolus: 5-FU {Soi)!mg;’m”fwesk) ang
leucovorin in:10-pis, and ather:5-Fil-based: CT in 5 pls. Following
surgery. 36 pis received adiuvant 5-FU.CTor 340 18:months; 26.inthe
CRT group.and 10.4nthe BY group. Themedian follovzap fimes-for the
CRT-and BT groups were 88 .ahd 48 mobths, respectively. Clinically
fixed cancers: constituted: 57% (2747 of the CRT. grotp: and 48%
(7511560t e BT group.: Postoperative pathol cg{c stage was T8 Téin
2RI4T (A7) of the CRT. group:and 957156 (619 of the. BT group. The
Byear actuariel focal. contfol (LCY,: distant. metastasisdres suwwai
-{DMFS) and overaél sumva{ {OS) rates are summarxzed below:,:

LC% D QMFS% p <.

P
ased acute taxrczty ot CR
fmproved patient outmme

*910

8!}1&&2& &. Cangl, P.T Lavin,
Bzasratfstrcs inc., Framingham,. MA and Bem Jsraef Deaconess Me
Center, Boston, MA,

ExpreSSson of‘momcufes assoc;ated Weth the ce!l cycie {p??sz‘l C(f(;
258), drug. v St

isomaliase {8 rneoplastic: traasfarmatmn alge deléied i colon
cancer} 3 defme stsbsets of: ;xatfents whose outceme d;ffers from 'at‘
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