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A phase1 study of irlnotecan (I), gemcltabine (G), and 
5flupro@acli-fSlJ) in patients with advanced 
gastrointestinal cancers 

K. Schlottmann’, A. Fried&h’, H. Messmann’, C. Stoffregen*, 
J. Schdmerich’ , F. Kuilmann’ ‘University of Regensburg, Dept for 
Internal Medicine I, Regensburg, Germany; p Eli Lilly and Company, Bad 
Homburg, Germany 

Purpose: Despite the development of new chemotherapeutic drugs, pa- 
tients with gastrointestinal malignant tumors still have a poor prognosis. 
The primaly aim of this open-label, monocenter, phase I study was to de- 
termine the maximum tolerated dose (MTD) of irinotecan, gemcitabine, and 
Muorouracil (IGF) triplet therapy in patients with gastrointestinal cancer. 

Methods: Patients with unresectable or metastatic gastrointestinal cancer 
received fiied doses of 5-FU (as a 24-hour infusion) w&h escalating doses 
of G (as a 3O-minute infusion) and I (as a 9O-minute infusion) as follows: 
level I; I 70 mg/m2, G 1000 m$n2,5-FU 2000 mg/m2; level II: I 75 mg/m2, 
G 1000 mglm2, 5-FU 2000 mg/m2; level III: I75 mg/m2, G 1250 mgIm2, 
5-FU 2ooO mgIm2 on days 1 and 8 every 21 days for a maximum of 6 
cydes. DLTs were defined as any WHO toxicity greater than or equal to 
imde 3. 

Results: Thirteen patients (2 in dose level I, 6 in dose level II, and 
5 in dose level ill) were entered in the study. Of the 13 patients, 1 had 
gallbladder, 3 each had cholangio- and cobrectal, 2 had gastric, and 4 had 
pancreatic carcinoma. There were 2 female and 11 males, with a median age 
if 63 years (range, 36-77). Seven patients had no prior treatment, whereas 
0 patients received prior first-line thetapy with various combinations. A 
tota! of 48 cyclas were administered. Five patients completed 6 cycles 
of treatment. Three patients in dose level Ill had grade 3 leukopenia 
that resulted in dose reductions or delays. One of these patients was 
pre-treated with etcposide/leucovorinf6-FU for gastric cancer. Grade 3 
nausea/vomiting occurred in 1 patient at dose level Ill. No grade 4 toxicities 
were reported. Thus, the MTD for IGF was reached at dose level Ill due to 
the DLTs of leukopenia and nausea/vomiting. Other toxicities that occurred 
in dose levels I or II were grade 2 thromwnia (1 patient), grade l/2 
diarrhea (2 patients), and grade 1 nausea (6 patients) and anemia (1 patient 
[pre-treated]). 

Conclusion: The IGF triplet is a safe treatment option at recommended 
doses of I 75 ma/m2 G 1000 mg/m2, and 5-FU 2000 mg/m2, that should be 
considered for &h& clinical studies In advanced gashointestinat cancers 
(i.e. pancreatic cancer). 
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Folfiri then Folfox or Folfox then Folfiri in metastatic 
colorectal can& (MCRC): hsults of a phase III trial 

E Achille’. C. Toumigand’ , T. An&l, G. uedo’, M. Flesch’, a 
G. Ganem’, P. Colin’. B. Land?, C. Couteau*, A. de Gramont’. 
’ GERCOF?~ Paris, France; ‘Aventis, Paris, France 

Available treatments for MCRC patients (pt) are 5FlJRV (F), irinotecan 
(I) and oxaliplatine (0). Fl and FO demonstrated a high eflicacy in this 
settina. The ptfmatv end point of&his multicentric trial coordinated by the 
GERCOR was the ,verali TTP of each sequence in previously untreated 
ots. Sequence (Seq) A: Folfiri 180 mg/m’ of irinotecan at day 1 (d), followed 
by 200 &g/m2 if I-LV followed by 4&l mg/m’ of 5FU bolus and 2,4 g/m2 of 
5-FU over 46h, Q2W, until progression, and then Folfox, 100 mg/m2 at dl 
followed by the same schedule of SFU/FA, Q2W. Seq B: Folfox then Folfiri. 
Pt characteristics were well balanced except for sex ratio (M/F: 62/47 and 
80/31 respectively). 

ITT populamn 

ORR 

Sequence A Sequence B 
Folfiti 109 pts Folfox 61 pts Folfox 111 pts Foiiiri 69pts 

56% 15% 53% 4% 
&I + SD 79% 67% SC% 39% 
Grade 34 NCI GTC % of pts (’ Swcific Levi Scale) 

Nb pts(nb cycles) 110 (1579) 82 w4 110 (1423) 6s (513) 
NWtP3penk 25 17 44 31 
Febrile neutropenia 6 1 1 
Alopecia (gr2) 24 9 9 13 
Diarrhea 14 5 11 9 
Neuropathy’ (913) 0 20 34 16 

In Seq A and Seq B respectively: first line l?‘P are 6.4 and 8.9 months, and 
7 pts and 13 pts have had metastatic surgery with complete microscopic 
resection, according panel review. According .inv?st$ator’s assessment, 
preliminary results of lTP after 2 lines of therapy, are.145 months and 
11.9 months, in Seq A and Seq B. respectively. Both Seq are feasible and 
demonstrate promising activity in terms of disease control. 
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NCIC CT0 IND.122: a phase Ml pharma6akin+cs @YC) and 
pharmacodynamic (PO) study of ~~31839 fiMs&‘TM’j. Flnal 
phase I results and preliminary phase II results of 201839 
(759 mglday) In patlents (pts) with colorectal cancer 

G. Goss, H. Hilte, G. Bat&, W. Miller, D. Stewart, S. Matthews, 
L. Seymour. National Cancer lnstftute of Canada Clinical Trials Group, 
Kingston, Ontario 

Purpose: To assess PK, PR, toxicity, biologic and obje&ve, response of 
ZD839, an oral eptdermal growth factor (EGFR) receptor tyrosine kinase 
inhibitor, in a Bpart, 3-centre dose.escalation study. 

hlelhods: Pts were enrolled to part 1 (dose escalation) or part 2 (expan- 
sion in pts with colorectal cancer). Tumour biopsies w&e ptanned in all pts 
at baseline and after 28 days of treatment with ZD1889, EGf%, mutated 
EGFR expression and activation, pEGFR, p-ERK, Ki67 end apoptosis were 
measured. 

Results: Twenty-eight pts were entered to 6 dose levels (3 pts: 150 
rng/d, 3 pts: 225 mg/d. 4 pts: 300 mg/d, 5 pt.% 400 mgfd, 4 pts: 600 mg/d, 
9 pts: 8OOmg/d as single oral doses) In part 2; atl were evaluable. Pt 
characteristic% ECOG performance status (PS) O/1/2 in 7/16/6pls, median 
age 60 yrs, 4 pts had coion, 5 pts NSCLC, 3 pts had 8ndomettiat cancer 
and 16 pts had other cancers. Dose related toxicities fncluded skin rash and 
diarrhea (usually manageable grade 1 or 2). Three’pts had @ads 3 diarrhea 
(1 pt at 300mg. 2 pts at 8OOmg&ay, grade 1 diawtlea at bas&Ie in all pts). 
One pt had an unconfirmed PR. 2 pts have had minor responses, t patient 
has had continuing stable disease for 10 months (ovarian cancer, 3 prior 
chemotherapy regimens) all at doses of 6oOmg and 8OOmg/#ay. A:dose -_-_ 
of 75Omg/d& w& selected for further sti~dy, based upon in accepteble 
toxicity profile and evidence of activity at the tvm highest doss levels. tn 
part Ijan additional 20 pts with &rectal cancer are treated with Zi%839 
at 75Omglday. 

Conclusions: Early data suggest a dose of 750 mg/day is tolerable in 
pts with cdorectal cancer; response data are as yet immature. 

1069 POSTER 

Preliminary results of outpatient hq.?atic,rutery 
brachytherapy for colorect& hepatk met!&Wses 

A. Kennedy’. R. Murthy*, D. Van Echo2’. ’ University of M&and, 
Radicition Oncology Baltimore, USA; 2 University of Maryland, 
Interventional Radiology, Baltimore, USA; J Univer!?Jty of Mafyhd, Medical 
Oncology; Baltimore, USA 

Purpose: We have developed a multiiisclplinary outpatient treatment proto- 
col using Yttrium-90 impregnated glass mlcrqsphefes (TheraSphKe@, MDS 
No-n, Ottawa, Canada), ddivered b tutnors vie’the he@t@arl&,. Each 
sphere is approximately 25 microns in d&titer, &nU b&tnes embolized 
around the tumors. 

Yaprials and Methods: Patients were ellgibte for the stuq if they had 
histologic confirmafion of colorectal metastasis~in fhePver,*no~al CBC, Cr. 
bilirubin, and predominately liver disease. The treatment $eam included a 
Radiation Oncologist, Medical Oncologist, and ~erventflgnal%Xfiilogist, 
who evaluated patients jointly. A hepatic angiogram was per$ormed prior 
to treatment with a 3D SPECT technetium-99m~macmaggregiYted,albumin 
(99m TcMAA) scan to identify if a significant (=-IO%) shurit WY present to 
the lung, or any shunt was present to the stomach or duodenum. A spiral CT 
scan was done with liver volume reconstruction to determine the required 
source strength (3, 5, 10 or 20 GBq) of 90 Y-miCmsphe& &target dose 
of 150 Gv was danned for the whole liver. Each prttient was followd with - - . . . 
a physi& exam, biochemistries and CBC, & .mom or as needed. 
tmalling studies were done at 6,12, and 18 we&&past tr@atrr&nt.. The first 
16: $&its received whole liver infusion. The &it 3 p#ents:first bad the 
right lobe infused, followed 4 weeks later by tmatnlent of the I&ft lobe. 

Results: A total of 19 patients were treated: 15 men, ~whenl with a 
mediin age of 62 years, (range 36-88 y&r@. pdl patienfs @I previously 
received multiple courses of ctmmothem~ which contained CPT-11. The 
median total dose delivered was 143 Gy, (ranti :lOS-168). There were na 
complications during administration of the 90 Y-microspheres and no patlent 


