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GRANULOCYTE COLONY STIMULATING FACTOR (G-CSF) 
ACTIVITY IN PREVENTION OF INFECTIONS IN NEUTROPENIC 
PATIENTS. 
A. Comandone, R. Berardo, S. Bretti, 0. Bertetto, 
M. Clerico, and C. Bumma 
Medical Oncology Dept., San Giovanni Oncologic 
Hospital, Torino, Italy. 
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RECOMSINANT HUMAN QRANULOCYTE COLONY SllYULAllN(I FACTOR R- 
MetHuCt4XF) IN PATIENTS WITH HODGKIN’S DISSASS AND NON-HOWKI Is ‘S 
LYNPHOMA 
w,MFl Now~wsIM’.A Mattk?.G 8chwab2.S 8eeber’ 
‘Department of Internal Medldne (Cancer Research), West German Tumour Centre. 
University of Essen. FRG 
*Ampen bmbH. Munkh. FRG 

For both Hodgkin’s disease and non-Hodgkin’s lym home the outcome of 
chemotherapy has been shown to conetate closety wfth the d!se kltenslly of treatment. 
However, dose intensfflcatbn Is limited meet often by severe myelosuppreaston with the 
sub8equent rw Of fsvw and Infecttons. 

We performed a cllnlcal trfal in 17 tfents wtth 
lymphoma to evaluate whether r-met 

r HodgIn’s dfsease or non-Hcd~kln’s 
uQCSF could 

admtnlst 
cllhate the safe and tmely 

rep of an lntenstve chemotherapy mgtmen. Patients who dewbpad neubopsnfa 
iO.5wlO Aformorethantwoda endlorfeverr38~andlorsiOnsofl~naner 
a cycle of chemotherapy (CESOPK%lM protocd admintstered at intervals of 21 dav), as 
wellaapetle~hwhlb,chemotherapyhadtobedela edduetoanANC51SxlOAon 
da 
C& kao 

1 were ellgble lot treatment with r-nwtHuQ-CSF. n the subsequent cydes r-metHuG- 

1B o??~~:&?&~!~&~ &$? day of r-metHuG- 
CSF treatment. 15 of tha 16 evaluabl; pattents expertswed neutropenla wfth an ANC of 

In order to reduce duration of chemotherapy induced 
grade IV leucopenia, 28 cancer patients (pts) (14 
males) underwent G-CSF treatment (5 mcg/kg). 37 
neutropenic episodes were recorded, 6 Pts 
displaying repeated events. Neoplastic disease 
were : 8 soft tissue sarcomas, 9 lung, 2 breast, 2 
head & neck, 2 cervix, 1 gastric, 1 ovarian, 1 
bladder, 1 testicular, 1 liver carcinoma. Median 
NBC nadir was 535/cmm. Mean time to bone marrow 
recovery after G-CSF treatment was 6.9 days. 
Infectious events were recorded during treatement 
in 16 pts (10 fungal, 2 St. Aureus, 3 unidentified 
agents). Death during treatment occurred in 4 pts: 
2 for systemic infection, 1 for cancer progression, 
1 for gastrointestinal bleeding. Median duration of 
antibiotic therapy was 9 days (range 4 - 231. 
G-CSF may prevent fatal infectious episodes in G 4 
neutropenic patients. Further investigation is 
required, in order to identify the optimal schedule 
of administration and the most active antibiotical 
therapy to be associated. 
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NEOADJUVANT C”EMO~ (EAP) Wrm r-metHuG-CSF QILGRASTlM) FOR PATtENTS !VlTH 
WcAlLY ADVANCE0 cm CANCER 
w Ch Schuhmacher, K mttcher, G Schwab: M Graf’, B Sch&berper, J R S@wert. 
Depatrnent of Surgery. Technical University Munich Germany. * AmgenGmbH. Munich. 
GWllOtlY 

The poor prCQn& In pdienk wtth locally odWZ”ced gOSmC CMcer (LAGC) Co” 
only be Jlgrmfkan~ hnproved, If CI complete resection (RO: UICC 1987) is petfoned TO 
increuse ‘he number of RO resecttons we perforned a phase II trtol uw neo adjuvant 
chemotherapy 4th etoposlde, adrlamycin and clsplatinum (EAP) (Proc. ASCO 6:lCO. 
1 o&m .__,. 
Clinkol staging included endoscopk ultrasound and loporoscopy. 31 patlenk were 
erolble, 30 rmtmk (1 too eartd (22 m. B f: m&tan aoe 51.8 yeam cilnicd stoees (AJCC 
19i17). IllA =.B, IIIB = iz. IV = lo)‘&& evaluable fw response. toxicity and W&l &r on 
overage of 3 cycles CTx (I _ 4 cycles). In ti lost I4 patlenk Fllgrastlm (5u/Kg/dle) was 
given from dq 9 until day 21 or neutrophll recovery to normd levels In each cycle. Toxklty 
(WHO grade) included without or with Fllgrostlm leucoc~+=penla 3” and 4’ (43.8% vs. 
35.7% 25% “I 7.1%). mrmbocytopenk 3” a-d 40 (l&6% vs. 21 .A%; 31.3% “3. 21.4%). In me 
FOgr&,m healed gro”p only 1 pattent (7.1%) developed fever. Neither antiblotlcs “or 
hospitalisalion due to felxlle nsutrope~ were necessary in it& group. Side effects due to 
Filgrasltm were mlnlmal. Moreover treatment duration was shortened wtth fllgrostlm. 
Pot!enk who received 3 cycles of EAP hod an average reduction In Chemotherapy 
treatment duration of 24 days compared to the norrFiigrm group (1 IO vs 86 dovs from 
CTx-start until surgery), patlenk who received 4 cycles had cm overage reduction of 19 
days vs me non-Filgrastlm group (129 vf 110 days). Clinical response to EAP did not differ 
significanfly. 

-after RO resectknr (24KO) (80%). Morbtdlly was not Ihcreased and 
no mortality was oteerved after surgery. Afler a followup of 24 months median (4 - 54 
months) ovwoll survtvd was 16.3 months with 23 months for RO resecttax 

m: Neoodjuvant CTx b feasible and very effective In patients wilt? LAGC. if RO 
,ese&ton is achieved. Filgrastlm completely obolbhed the Occurence of life threatening 
infections due to neutropenla and allowed to increase the dose intendt,’ 

274 

TREATMENT OF LEUCOPENIA USING RBCONBINANT GRANULOCYTE- 
COLONY STIMULATING FACToR IN IRRADIATED TUMOR PATIENTS 

Adanietz I.A., Dapper P.D., Aydin H., RoBkopf B., 
Lieven van H., BLIttcher H.D. 
Dept. of Radiotherapy, Univ. Frankfurt/M., Germany 

In patients receiving an extensive radiotherapy neutropenia 
is often the reason of traatment discontinuation. In case 
of advanced carcinoma, there is an increased risk of 
infection. The purpose of our study was to find out whether 
recombinant granulocyte-colony stimulating factor (rG-CSF) 
can reduce the number of days without radiotherapy due to 
leucopenia and diminish the risk of infection. 
22 irradiated patients with diagnosed leucopenia (Hodgkin's 
disease-lo, NHL-7, ALL-I, CLL-1, breaS+ carcinoma-3) were 
treated with the growth factor. 300,‘g of IG-CSF were given 
Subcutaneously for 1-5 days. In all patients S significant 
increase in 1eucocyte counts was observed. After 
discontinuation of rG-CSF treatment, 1euc0cyte counts 
decreased rapidly and reached normal or subnormal levels. 
The duration of treatment interruptions was reduced. No 
Severe infections were observed. Our study demonstrates, 
that rG-CSF is an efficiant factor in the treatment of 
leucopenia under radiotherapy. The dose necessary to 
control the decrease of granulocyte Counts is lower 
compared to patients receiving chemotherapy and indicates 
that dosage recommendation for radiotherapy patients should 
be defined. 

mtenslve chemothe 
dfsease and wn-Hod 

regimen and reduced myelosuppressbn for patients with Hod@dn’s 
30 n s tymphoma. 
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PREOPERNM CHEMDTHERAFY WlTll R-m&t&-CSF SUPFORT IN PATlEhTS WlTH NON 
SMAl.LCEULtJWCANCER-APllDT$lUDY 
l.tUWdC.~‘.D. Eatwhdd.1. M. Fmch? L vogt-Moylalf’. P. 
Drln@‘. l)wderLVA Bodm,Weld&ug-Roh~,Gem!my 
2)Aw?membN.Mun~.QennmlY 

In NSCLC 7osb of patlenk ore lnoperoble at the time of diognosh due to the local 
extent of tumor spread. However, 3U% of pot&k respond to chemotherq (Cr). 
Therefore we tested whether CT would induce ticlent tumor regression to allow for 
posltrecllnlent surgery “ml curmve Intent. 

The followtng chemotherapeutic regimens were used: clsplotlnumlvlndeslne. 
ifo5famkWelopfxkie or cic+mnwn~ ncsfamlde~etoporide pcf to wrgery.rne main 
dose Hmilfng toxkHy of these rq#mem is myelcuu~~. 
To avOld profound ra~tr~panlo and subsequent treatment delays. r-metHuGCSF 
(Fllgrastlm) was used In 20 pk. 05 an adjunct to CT “lth clsplatlnuml 
bsfamlde/elopcdda In an openwe1 non-comparative phase II-triol. CT wtth GCSF 
wppat”csgivelat3”e&sImervakI”mlsgroup. 
4 of t&e 20 potienk included In this trlol experlen& On InfeCnOUS episode cl&Q 
treatment, Neutropenla L WHO grade Ill occurred In 11 potlenk and 
thrcmboqtopenio 2 WHO erode Ill in 6 patients. In genera. treatment wtth G-CSF 
was t&roted well and no G-CSF related adverse events were recotded. 
18 of the 20 pat&k were evaluable for response to preoperoth’e CT, two pottents 
hod onb received one CT cycle. Of the IS evaluobk potlent* ptr. OChleved o 
parllol response (PR). and one paltent hod a mlnoc restxnse (h+R). In ccmputs0n of 
14 evoluaMe pottenk treated prevkau* at the scnne In- with the some CT at 
4 weeks Inter&s wtthout G-CSF support 1 pt. reached CR 2 ixd PR and 2 ph. hod 
minor response (MR). Of 25 pk. who had received enher DDPlvlndeslne or 
iforfamlde/etoposJde at 4 weeks interv& 5 reached PR and 7 MR. 

In COmmn G-CSF WM well tolerated and OIlOWed for do= IntenSmCdlOn by 
shortening the CT Intervolt. These data may lndkxte 0” Improved respO”x, rote In 
this group compared to patienk receiving CT at longer intervals without G-CSF 
SUPpOrt. 
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IICK-DDSR CKRIIOTRRRAPI AID Cll-CSP APTKR STAIDARD CRRIIOTKKRAPT ?OLLOI6D II 
AIJTDLOCOUZ TRARSPLAITATIOR OF PRRIPRRRAL RLOOD STRW CRLLS. 
4 I Lut,S Ciaicrit,S Ilanciait,S PilippotJ Di Clcaeatct,W Scbippat,P 
EarofaaitJ CapatooJ Riscottinie,l Crigaani~.tIst.Clia.Icd.IA,oSexv.Iuonoeaatol. 
e Trasfus., Policlin. Ilontelace, Perugia Italy,’ Kediciaa,Ospedale Todi,Italy. 
An ongoing study is being carried out to:llevaloate the feasibility of associatlEg 
Aigb-dose cyclopbosphaEide (AD CTXI and CarboplatiPnE IRD CBDCA) vitb CN-CS? after 
conventional chesotberapy (CTI; 21 ascertain vbether this treatEent yields 
sufficient peripheral blood ster cells (PSZCI for sobsequeat aotologous traasplan- 
tation IAPRSCT). 7g/a’ CT: is given in the 1st cycle, ZOO rg/El CKDCA in the 2nd 
cycle and, should insufficient PRSC be collected for APKSCT, a further cycle of 
CTI is given at the saae dose as in the 1st cycle&I-CZI lI)lq/Kg/day] is given for 
16-16 days after coapletion of each CT cycle. Seven patlents I1 IM, ZRD, 21111, a 
mean age of 16 yrs (35-55) have been entered in the study. Six have colpleted CT: 
1 received 2 and 3 patients 3 cycles, the otbet is still on CT. 53.6 and 66 GII- 
CPOxlO/Kg vere collected froE 2 of the 3 vho received 2 cycles and 1.5 froE the 
lrd.The RnEber of Ml-CPUxlg/Kg for the 1 vho received I cycles ranged from 17.1 to 
17.7 Gil-ClUxlS/Kg, but in 2 patients leukapheresis could only be carxied oat after 
2 of the 3 CT cycles. Tvo 1111 patients have already been infeted, the 1st vith 51 
WCPUxlO/Kg,the 2nd vith 23 after being conditioned vitb bosnlfan k ag/Kg/day p.o 
froe days -7 to -4 and aelphalaa 10 Eg/E’iv on day-3.WCSF IlaJIg/Kg/dayl vas 
adainistexed froE tbe day after the reinfusion in botb case.Oae achieved fall 
heaatological recovery on the 7th day, the other on the 10th day. This pxe1iEiaary 
stady indicates that EDC is feasible after conventional CT and that 2-3 cycles are 
sufficient to obtain adequate PZZC for APBZCT. Woreover if the data are coafirled 
in the foture,aplasia is shorte! post-APRSCTtClf-CSF that in other reported studies 


