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Functional folate status as-a prognostic.indicator of doxicity in
clinical trials of the multitargefed . antifolate -LY2315%4.. Peter H.
Zsrvos Robert H. Allery, Donald £ Thommﬁ -and: Patricia As. Thieos.

Eh i.rffy and .Co.; Inthanapolis, -IN:; Un:versffy of- Colorado,. Health
Sciences. Center, Dept. of Biochemisty, BiOpf?ySiGS and Gepetigs.
Denver, GO

Studies inanimal mode!s and humans have revealed ihat folate
nutritional status may be correlated with toxicity and antitumor activity of
antiiclates. Supplemental folic acid may play.a role in protecting against
ihe: toxicities -associated -with :aniifolate -drugs: LY231514 is..a
multi-targeted antifolate: that inhibils Thymidylate-synthase, Bihydro-
folate -reductase and. Glycinamide ribonucleotide ~formyliransierase.
Functional - folate.: slatus, - based -on.. serum - ‘concentrations -of
Hhomocysieing (HCYS), cystathione (BYSTAT), and:methyimalonic.acid
AMA), was assessed in 118 patients:participating in Phase 2 studiesof
LY231514: This drug was administered as a 10-mihute infusion onge
avery 21 days..Samples were taken prior to initiation: of -therapy and
priorto the start of each cycle. CTC foxicy-scores: thematologic and
non-hematologic) were assigned st the end. of each cyole of therapy.
Eight pls -were found 1o° be: folate. deficient - {elevated’ HCYS . and
CYSTAT and notmal MVA). All:sxperienced CTC grade 3:ori4-tokicity
which was primadly Hematologic.: Frony: this: dafa, - we would-conclude
that functional folate stalus:appears to be:a: reliablesprognosticindicator
of-hematologic foxicity that may beexperiénced from treatment with
LY231 814y Furiher mvesngatsen is watranzed o support th:s oonc!usnarr

intergroup study. ¢
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Uncontrolfed series from single institutions have suggested that the ana
sphiricter can be preserved In patients (pts) with-superficial.distal rectal
ademcarcmomas (DHA) but this concept: has not been validated

‘hxsie agscal!y documente:d Tmz
aﬁenocarcmomas wsthsut cliftical evidence of prograssiorn throuigh
‘bowe] wall or spread fo lymph noede or distant sites’ (ECOG/RTOG.
regcstered T3 as wem Na tumor“oouid be > 4cm in d;ameter or
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'undergone subSehuent resectivn
disease died atter 43 mionths fro
These data indicaté’that sphincte!
excellent cancer control wztﬁout sai
with sugerficial DRA ‘
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stage T3/T4.{eT3/T4) fectal vancer. Two hundred three pis with ¢T3M4 |
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Preoperative. chemoradiation . therapy: appears . superiar. 1o
preoperative radiation alone -in’ the management of clinical T3/T4
recial cancer-NR. Ahmad, PR Anng: DA Nagle, L.J:oFose, EF
Mitchelf, and -B.D.. Fry. Thomas Jefferson University, Phifadelphia, FA.
Advantages of ‘precperative radiation “therapy’ (RT) in ‘réctal “cancer
include . increased resectability. and. Sphincter-sparing  surgery. Thig
analysis assesses: the-influence  of concurrent chemotherapy- (CT) on
the autcome ofpatients (pis) treated with- prepperative BT for clinical

‘vancers recelved : preoperative - RT- (median  85.8 Gy} loflowed by
surgery. Forly-seven regeived conurrent CT {CHT group) and 156 dig
not- (AT gmup} CF consisted: of protracted venous mfusxon 5-FU
(SOOImg/m”:’:iay} in. 32 pts; weekly bolus: 5-FU-{500/mgim fweek) ang
leucovorinin:10: pts, and other:5-FU-based: CT in'& pis. Following |
surgery. 36 pis received adjuvant 5-FU.CTfor 340 18:months; 26.inthe
GRT group.and:10:inthe BT group. The median folloveup fimes-forthe
CRT-and BT groups were 86 .ahd 49 months; . respectively. Clinically
fixed - cancers. constiuted: 57%. {2747 of the: CRT. group and 48%
(75/156)-0f the:RT. group: Postoperative pathol cgsc stage was T¥T4
22147 (4T %) of the: CRT-group:and 95/156 (61%):of the: BT group. The

Byear actuaral local -control {(LO}. - distant. metastasis-free” suwwaé‘
-{DMFS) and evera&i survwa{ {OS) rates are.: summanzed be!@w ;

o 1% P !)MFS% p< L 08% .
Bﬁ hs Bt - {){}2 R :

;tmproved patient outcome,
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Tultivariate analysxs of t:ssae-based pmgmstnc
{0 coloréctal. carcinoma. JM. Je
Shibata, &. Cangl; P-T. Lavim, A, Me{euno F Fo L M Loda: Bosion
Biostatistics, inc., Framingharn,: MA and Beth Israsl Dadcaness Medio
Center, Boston, MA

Expressxon of mofecules ‘associated with the cell cycle” pa7Kip1, ca
258), drug response (iopoisomerase lia;  differentiation “(sucrase-
isomaltase {84));or-neoplastictransformation (BEC - delsted ih colo
cancer) roay define subsets of patients:whose oulcome differs from th
of the stage-specific average. Welested thie postulale i 149 patie
with AJCC stage’ IFor ik colorectal adenocarciioma resected: for cu
without-adjuvant therapy &t the Deacongey ‘Hospital :between 1965

i i % ofs patients dyi

Meler analyses (K~ 4 A
ré then nchdeﬁ na Cox Proport

g prog
pements with:belter p prognosxs :
(8upporteﬁ by NGt Grant CA44704)
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