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MORBIDITY OF COMBINED SURGERY AND INTERSTITIAL AND EXTERNAL 
BEAM RADIOTHERAPY IN SOFT TISSUE SARCOMA WITH POOR PROG- 
NOSIS AND RECURRENT FIBROMATOSIS. 

Wiinmaalen A.J., Van Geel A.N., Meerwaldt J.H. and Levendag P.C. 
Dr. Daniel den Hoed Cancer Center, Rotterdam, The Netherlands. 

From 1988 until 1993 18 patients with soft tissue sarcoma or 
fibromatosis (9 pnmaty, 8 recurrent, 1 lymph node metastases) have been 
treated with surgery and interstiiial radiation (IRT). Fifteen patients received 
external beam radiation (ERT) as wall. 

The mean diameter of the tumours was 12 cm (range 4 - 30 cm) 
Eight tumours were located in the lower limb, 6 in the abdomen/pelvis, 3 in 
the trunk/neck, and 1 in the arm. The mean IRT-dose was 25 Gy (range IO- 
51 Gy); the mean ERT-dose was 48 Gy (range 40-50 Gy). 

The mean follow-up period is 21 months (range 3 - 41 m). In 1 
patient a macroscopic tumour recurrence developed and in 2 additional 
cases a microscopic recurrence was incidently found. In 9 patients distant 
metastases developed. One patient died of intercurrent disease and 5 of 
sa.rcoma. Grade 3 toxicity developed in 5 patients while grade 2 toxicity was 
found in another 5. 

The results in terms of local control are excellent, in view of the 
poor prognosis, however, the complication rate is high. Based upon our 
experience we developed guidelines concerning the surgical procedure, 
postoperative care, and the application of IRT and ERT in the management 
of recurrent or locally advanced soft tissue sarcoma. 

1024 

NPART AN0 lJJWSPOf,CTIOH IA PATIENTS “ITN IWM3tUNT HET’ASTASES OF OSTE-O- 
HA TREATED WITH MTMTATECTCEFI MD 20 Gy POSTOPERATIVE IRlUDIATIols. 

“oordijk En, souhsmi N, Craft A. sems”s 3, Blx “d B. B”rwr* m, 
E”rop*s” Ost.ossrcoms Inter6ro”p. lhlive,rsity iiospital, oncol06y 

Dept. PO6 9600, 2300 P.C laiden, The Retherlands. 

ALth”“6b pro6nnasis of ostsosarcama patients ha, impr”v.d since th. intro- 
dvctian of Cne”)adJ”vant cb-therapy. 40-45X of pstients still rslapse and 
half of them ha”. pulmonary q etastasss only. Treatsmnt of these q .tastaws 
is ~referablv bv ~“IIIOTY. but survival is still 1imit.d. Pulmonary irradls- 
tioi, mI&ht hwesv;m a?lditiva .ff.ct on s”wiva1. Us ha”. b.m doi& a study 
to look “hether irr.diaticm after pulnx?“ary s”r6ery ca” safely bs 6ive” in 
this cb.m”th.rapay pretreated 6r’o”p of patlsnts. 
Th1rt.m petimts WSIS tr..t.d: 12 q .1~. on. isms1*. nss” *as: 20.3 y2 
(rs”2.. 13-29). Prior ch-th.ropy: Doxoruhiei” 13x. CDDP 12~. Ifosftida 
5x, oth.r 6x. f4ud.r of thoraeotomi.‘ befor. irradiation: 1.23 Cr.n6. 1-J). 
Ilursbsr rsmnwd l.sions: 6.92 ( r -e l-41). S”r6ery: mainly wed.9 rsSS0ti.n. 
lobact- lx. seamentectomy lx. Irradiation: 20 Oy on both 1~16s after 
mrrsctiin fir luiirr dmstty: 
I.w,rfwctieq: I predict.d E ~7 (ranas )  N- 

b.for. RT 
sit.= 8 months 

: fi:; 
76.0 * g:‘:;; 3”  

f prsdicted TL co 
befor. RT 81.6 * 13.3 (65-  98)  
sfter 8 months 73.7 * 15.2 f60- SO) : 
I predicted ,320 
before RT 99.8 
sits= 8 months * ‘t:: 80.0 * : 

E.,ectio” fracti;O;: gn rest1 
bf 

;‘g rmls 
0.50 -  0.75 

sits2 4 !nonts 0.88 0.55 -  0.73 : 
Altbo”6b toxicity ,..I the main topic of tb. study we leaked after survival 
snd disease free survival also. Median survival was: 16.6 months, median 
disease iree sulvivsl: 5.4 months. median pulmo”.ry ,netastasss iree 
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PHASE II STUDY WITH LIPOSOMAL MURAMYL 
TRJPEPTIDE PHOPHATIDYLIVHAN OLAMINE 
SOIT TISSUE SARCOMAS 6X33 

@ITPIPE) IN 

Ve%i & Judson I., Stew&d W., A.van Oosterom. 
Potte s er e C. van Glabbeke M. and Mouridsen H. for the EOR?! 
Soft Tissue and Bone Sarcoma Grou Rotterdam Cancer Institute, PO 
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NEOADJUVANT CHEMOTHERAPY WfTH HIGH-DOSE METHOTREXATE 
IHD-MTX) IN THE TREATMENT OF MALIGNANT FIBROUS HISTfO- 
CVTOMA IMFHI OF BONE 

H. Hoekstra. H. Schraffordt Koops. W. Kamps, W. v.d. Graaf, W. 
Molenaar, J. Oldha“. 

Dept’s Sursicaf OncoloSv. Pediatric Oncology, Meduzal o”colo~y, and 
Pathology, Gron~ngen University Hospital, The Netherlands. 

Since 1980. 14 patoenfs. 11 males and 3 females, medun age 35 years, were 
freafed lo, a MFH of bone. The tumor was locafed in the lower extremity I” 11 
pfs (79%l. upper extremity 2 pts 114%) and skull one patient 17%). 
Nine pts 164%1. medtan age 29 y,s 117-60 yrsl received neoadiu&t HD-MTX 
I1 2gm/m?, vincristi”. adriamycin. cyclophosphamlde. bleomycme, and dactmo- 
mycin. 0, HD-MTX. 4-epiadriamycln and carboplatin. After 4 courses of 
pdychem~thera~y t”mOr resection 16 pts). or  exchocleatlon and c,yos”,gery (3 
ptsl was performed. Effect of neoadjwanf chemotherapy was hisf”lo6,cally 
graded: 3 complete ,eS~onses 133%). 5 subtotal responses 156%). 1 m,n,mal 
response fll%l. After ,eco”ery of surgery 6 caurses polychemofhetapy 
includmp HD-MTX were admmistered. During a median follow up of 6 years 
(0.5-l 3  v,s) no local recurrence o, distant metastases were dmpnosed. 
Neaadjuvant chemofherapy was cont,aind,cafed in 6 pts 136%). medaan age 65 
y,s I21 -67 vrsl. due to age 131, cardiac insufficiencv (II. 0, mental disorder (11. 
Treatment consisted of tumor resecton 131. hyperfhermic isolated limb perfwan 
with Cisplatin Ill, and radmtherapy 111. Four patients developed recwent 
disease iSO%l: one local rewrrence after radiotherapy, and 3 d,sfant faues 
Ikmgl after a mean follow-up of 9 months 13-l 5  monthsl. The median overall 
survival was 33 months 16-61 monthsl. 
The only curative treatment optlo” of MFH of bone is the combmed modality 
treafment of HD-MTX based neoadiuvant pofvchemotherapy and tumor 
,f&XC”O”. 

1025 

CADOM (CYCLOPHOSPHAMIDE. ADRIAMYCIN. DACARSAZINE, VINCRISTINE 
AND METHOTREXATE) PROTOCOL FOR ADVANCED SOFT TISSUE SARCOMAS 

Pfeffer M.R., Sulkes A., Catane R. Dept. Clinical Oncology and 
Radiotherapy, Hadassah University Hospital, Jerusalem 91120, Israel 

Sixty consecutive patients with locally advanced or metastatic soft 
tissue sarcomas were treated with an aggressive chemotherapy 
protocol consisting of cyclophosphamide 600mglmz dl, Adriamycin 
30mglm2/d dl-2, dacarbazine 300mg/m*/d 61.2, with vincristine 
1.4mg/m* and methotrexate 200mg/m* followed by leukovorin rescue 
on day 15 of each 4-weekly cycle with planned dose escalation in the 
absence of hematological toxicity. Six (10%) patients achieved CR, 13 
(22%) achieved PR, and 9 (15%) minimal response. Four of the patients 
achieving PR and 2 achieving ‘MR were converted to CR following 
surgery or radiation therapy for a total CR rate of 20%. Median survival 
was 11 months (range 1-66 months). Thirteen (22%) of patients 
survived 30 months or more. The addition of high dose methotrexate 
with leukovorin. to the drugs of the CYVADIC protocol was feasible. 
Eight patients developed leukopenia associated fever and dose 
escalation was possible in only 4 patients. Nausea and alopecia was 
almost universal and stomatitis was common. The response rate was 
similar to our previous experience with CYVADIC. The percentage of 
long-term (>2H years) survivors was increased. This may be due to a 
more aggressive surgical and radiotherapeutic approach following 
chemotherapy to patients with locally advanced or metastatic disease. 
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PEAS3 U STUDY OF A SHORT COURSE OF WRRKLY CISPLATIN (C) 
COMBINED WITH ORAL EX7X’OSlDE (E) IN PLrmRAL MEsom0MA. 
Plantine A., C&y S., de Boer-Delmert M., Vecht Ch., Stoter G., Verweij I. 
Rotterdam Cancer Institute, 3075 EA Rotterdam, the Netherlands. 

Thirteen patients @ts) with pleural mesothelioma Butchard stage lla, 12 
males and 1 female , median age 49 years ( range 42-69). median WHO performance 
status 1 ( range O-l) were entered in this phase II study. Previous treatments: pleuro- 
desis 3; intrapleural IL2 2 pts. All pts had measurable mmor masses on CT-scan. 
Chemotherapy schedule: C 70 me/m*/ weekly weeks 1+2+3 and 5+6+7 and E 50 
mg orally days l-15 and days 35-50. C was administered in 3% hypertonic saline as a 
J-hour infusion with pre- and posthydration. All pta received SHT,- antagonists as 
antiemetic. In cae of bone marrow toxicity treatment was delayed until recovery, 
with a maximum of 2 weeks delay. Dose reductions were nor made. After evaluation 

iu week 8 sli pts with stable disease or better continued treatment with E orally at a 
dose of 50 mg/n?/day days I-21 q 4 weeks for 4 courses. All pts are evaluable for 
response and toxicity. The median no. of C administrations was 6 per patient (range 
4-6); the median C dose intensity was 60 mglm*/wk (range 47-60). A delay in C 
administrations was necessary in 4 of 76 C administration.~. Toxicity was mainly 
haematological : anaemia grade 2 in all pts, leucocytopenia grade 3 in 1 and grade 4 
in 1 pt. trombocytopenia grade 4 in 1 pt. Non hematologic toxicity: neurotoxicity 

grade 1 in 3 , ototoxicity grade 1 in 1 and grade 2 in 3pts, nausea/vomiting grade 3 
iu 4 pts; nephrotoxicity wan not observed. Three pts obtained a PR (median duration 
16’ weeks); 6 pts had SD (median duration of 30 weeks). AtIer the tint response 
evaluation iu week 8 only 1 pt improved further with E orally. We conclude that the 
combination of C with E has moderate activity in pleural mesotbelioma. 


