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Functional folate status _as s prognostic indicator of doxicity in
clinfcal -trialg of the” multitargeted amifolate LY231814,. Peter H,
Zervos Robert H. Allerf, Donaid £, Thomton and Patricla A THeni.,
B Lty and Co.; Indlanapolis, N, Umversffy of - Colorads,. Healih
Scignces Center, Depl of Bz’ochemisffy, Biophysics and Genetics.
Denver, CO

Studies . animal modeis am:i humans fave revedted ihat folate
nutritional status may-be correlated with toxicity and antitumor activity of
antifolates. Supplémental folic acid may play g role in-protecting against
the: toxicities -assogiated. - with. -antifolate: ~drugs: " LY231514 is.a
multi-targeted antifolate: that rinhibits  Thyrnidylate: synthase, Dihvdro:
folate -redastase and. Glycinamide - rbonucieotids ~lormyltransierase.
Functional .- folate © glatus, - based -on.. senam - concentrations of
homocysieing (HCYS), cystathione (GYSTAT) and methyimalonicacid
{MMA), wasassessed v 116 pationts: participating in Phase 2 stugiesof
LY231514: This diug wis administered as a 10-minute infusion onge
avery. 2% days.-Samples were {aken prior to initiation of therapy and
prior fo the. start of each: cycle. CTC foxicity scores {hematologic ang
non-hematologic were assigned et the end of edeh syale of therapy.
Eight. pts: - wers-found 1o be folate, deficient {elevated: HCYS -and
CYSTAT .and nonmal MMAY. All-exparienced CTC grade 3-or+d-tokicly
which was prifardly hematologic: Frons this: data,. we would-gonclude
that functionalfolate sialus appears to beareliable:progrosticindicator
of hematologic. toxioity that.- may be-expergnced fiom treatment with
LY2315§4 Fur!her mvestxgamn is warranted 10 support thrs conc!usnors
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Uncontrolled seties from single institutions have suggestee;{ that the anat
sphiricter can be preserved i patients {pis) with-superficial.distal rectal.
adenocarcinemas {DBRA) but this. concept has not been validated. e
mulfinstitutionial sefting.. CALGR w;th ECOG;. RTOG, and SWOS,

gathered 160 pls (PS. 0°2). having histologically. documented . TI/T2
adénocarcinomas without clinical avidence of progressron trough
‘bowe] wall or spread fo lymph node of distant sites (ECOG/RTOG.
regsstered 73 as wel} No mmf:;r*"couid be 4cm:in d;amater or

sie tate line. Pts‘tvith tume
or therapy Ware lnelsg

oF e remammg 113 elxgsble pt
treatmem ‘and were obsenfsd fqr

and QU (5%) Chemoradiatmn was well 10
mxwfﬁea of | ymphocytop ‘_' 255 o) didrrhea 18%) sl (?Z
Heutropenia (10%). Al median folow: i

havc dxed of the:r mahgnam dzsease, 2} 2y

-Cmfy PG experrenced ¥soiate
‘undergone subSequent resecti
disease died alter 43 ‘ronths.
These data indicate that sphmc:ter
excellent cancer control w;thout sarif nce.oi ana ‘functzon m se!ected pté
with sugierficial DRA
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Preoperative - chemoradigtion - therapy: appears - superior. 1o
preoperative radiation alone in the management. of clinical T3/T4
recial’ cancer-NR. Ahmad, PR Anng DA Nagle, LJ-Fose, ‘E8
Mitchell, and 8.5 Fry. Thomas Jelferson Unlversity, Philadelphia, FA

Advantages of ‘precperative radiation therapy '(RT) in ‘réctal cander
include - increaset feseciability. and sphincter-sparing  surgery. This
analysis ‘assesses the-influence of concurrant chermotherapy {(CT}on
the-outcopre ofppatients (s} treated with-precperative BT for ofinical
stage F3/T4.{CT8/T4) fectal cancer. Two hundred three pis with-¢T8/T4
cancers recelved :preoperatives: BT bnedian 85.:8 - Gy} Tollowed by
sturgery. Forty-seven-received concurrent-CF (CHT group) and 156 dig
nab- (AT »groupl GF. consisted- of protacted “wenous mfusxon &-F1
{Sﬁezmg{m fday‘; i 32 pts; weekly bolus. 5-FU {SQD!mg;’m fweskyand -
leucovoring in:10- pts, and ather 5-FUbased: CT in & pis. - Following
surgery. 36 pis-received adiuvant 5-FU.CTHor 3 to 18:months; 26.inthe
GRYT: group.and: 104nthe BT grotp. Themedian follovszap thnes fordhe
CRT and BT groups were 38 .and- 49 motths, respectively. Clinically
fixed: cancers: constituted 57%.(27/47) of the. CHT. group and 4 .
(75/156)-0f-the BT group. Postoperative pathol cg{c stage was T8 Tdin.
22447 (47%) of the: ERT groupand 95156 {61% 1 of the BT group. The
Byear actuaral locat -control (LC}: distant. metastasisfres. sumvai
{DMFS) and overaél sumva{ {OS) rates are summaazed beia

LC% B QMFS% p <.

-tmproved patient outmme
*91{}

o j
8!}1&&23" &. Cangl, P-T- Lavin, A,
Biostatistics, inc.,. Framingham, MA and Beth lstael Deaconess Med’
Center; Boston, MA:

Expressson of molecules “associated with the celi cyele P27KIPT, oo
258), drug. response (lopoisomerase o), differentiation (Sucrase.
isomaliase (S orneoplastic: rapsformation:(DEC - deleted th colon. |
cancer) roay definesubsets of patients:whoge oulcome differs from tha
of thestagesspecific average. We losted i postulate 1149 pa
with-AJGC - stage’ or tib colorectal adsnogan iroma resemed fot g

(Suppmed by NDI Giant CM@?M}

Find authenticated court documents without watermarks at docketalarm.com.



https://www.docketalarm.com/

