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OIIBIT JIEHEHUA CAPKOM MSAT'KHUX
TKAHEM KOHEYHOCTEM C IIPUMEHEHHEM
PETHOHAPHOU XUMHWOTEPAIINN

HUH kaunuueckoti onkono2uu

CapKoMbl MATKHX TKaHeld ABIAIOTCS OTHHUMHU U3 Hanbo-
JIee 37I0KaUeCTBEHHBIX omyxoneil. YacToe ynopHoe peLuaH-
BHPOBaHHUE, PaHHEE MOABJIEHHE OTAATIEHHbIX METACTA30B CO-
30AK0T ONpejiesieHHble TPYXAHOCTH B JIeYeHHU JaHHOTO 3a60-
neBaHdsa. YHCTO XUpYpruueckoe JeYeHHUE CAPKOM MSATKHX
TKaHed Mao3¢hdeKTUBHO, TOITOMY MEPEN OHKOIIOTaMH BO3-
HHMKaeT mpobiieMa pa3paboTku KOMOHHMPOBAHHOW M KOM-
TUIEKCHO# Tepanuu 3THX OMyXOIeH.

OnHUM M3 OCHOBHBIX MPHUHLMIIOB COBPEMEHHOH XUMHO-
Tepandy 3JI0KAYECTBEHHbIX ONYXOJeH ABIAETCA CO3AaHHe
MaKCHMAaJIbHO BbICOKOW U MOCTOSAHHON KOHLEHTpauuy npo-
THBOOIYXOJIEBOIO ar¢HTa B OMYXOJIM C LIENbIO JOCTHXEHHS
HauBbIcLIero 3¢ dexTa Npy YCIIOBUH CIEPKHBAHUS TOKCHYEC-
KOTO BO3IEACTBUA LIMTOCTATHKA HA 3A0POBble TKAHH 3& CUET
CO3JaHKMg B HUX MHHUMAJbHbIX KOHLEHTpauwii [1, 2, 4, 6].

JlnvrenbHble HeNpepbiBHbIE HHDY3UH MPOTUBOOITYXONE-
BbIX NPENApaToOB B apTepHaTbHYIO CUCTEMY IMO3BOJIAIOT CO-
3[IATh [MOCTOSHHYIO KOHLIEHTPALMIO X B OITyXOJIEBOH TKaHM,
00ecneynTh UX KOHTAKT C OMYXO0JIEBOH KIIETKOH Ha BCEX CTa-
OMSX KJIETOYHOTO UMKJIA, YMEHBLUIUTb MOOOYHBIE MPOSBIIE-
HUS UUTOCTATHYECKOM Tepaniy 3a CUeT CHHIKEHUS MTUKOBBIX
KOHLIEHTpAaL1i JIEKapcTBa B KPOBH (3, 5].

Hcnonbs3oBaHue BHYTpHApTepHANIbHON WH(PY3HOHHOH
XMMMOTEpAIMY MpenapaTaMyd aIpUaMULMH U NIaTUIMaM B
NpeaonepatioHHOM MEPHOAE NPH CApKOMaX MATKHX TKaHEH
KOHEYHOCTeH YJIyuilaeT BbDKMBAEMOCTb 34 CYET IMO3JHETO
MOABIIEHUS PELMIMBOB U OTAAJIEHHbIX METACTa30B y OOb-
HBIX, PE3UCTEHTHBIX K CHCTEMHOH XUMHUOTepanuu [7].

Marepuanst u meroapt. B OHL] PAMH c 1955 r. pazpabaTbiBaroTcst
METO/b! JIEUeHHs GOJIBHBIX 3IOKAYECTBEHHBIMU OMNYXOJIIMH MSITKHX TKa-
Hell. B manHo#i paGore OyayT paccMaTpHBaTbCs HEKOTOPBIE ACIEKTHI
NpUMEHEHHS TIPENONEPALMOHHON BHYTpHapTepHaIbHOH XHMHOTEpantu
€ MCMOJb30BaHUEM MpPeNapaToB aApUaMULUMH M wciutatuanam. C 1982
nmo 1992 r. B oTAeneHUM omyxolleil OMOPHO-ABUIaTE/ILHOTO anmnapara
OHL PAMH npenonepannoHHyl0 BHYTpUApTEPHAILHYIO XMMHOTEpa-
nuro nonyunmu 104 nanuenTa ¢ capkoMaMy MAFKHX TKaHed KOHEYHOCTEH.

B rpynne 6ombHbIx 66U10 56 MyxunH (53,9%) u 48 xenmmn (46,1%).
Bospact GonbHbIXx — OT 65 mo 15 et (cpemnuii Bospact 40,2 rona).

Jlna BHyTpHapTepHanbHOil MHY3HOHHON XHMHOTEPAIIHH CAPKOM MAT-
KHX TKaHeil IpUMEHSUINCD 3 cXeMbl BBeIeHHs XuMHorpenapaTos. [To nepsoi
cXeMe TIPHUMEHSUICS MPOTHBOOMYXOJEBLIH TMpenapaT aHTPalMKIMHOBOIO
psijia aNPUAMHLIAH B BHJIE 72-4yacoBoit uHdy3zun. CyToyHas qo3a npenapara
30 mr/m” (78 Gonbubix). Bropas cxema BTiouata yepeJoBaHHe 6-4acOBOH
MHOY3UK IITaTHAMaMa B Jo3e 20 mr/m’ 1 18-4acoBoii HH(Y3UH aTpHAMULIHHA
B Ho3e 25 Mr/M” B Teuenue S cyT (120-yacosas HenpepbiBHas uHby3us; 20
yenosek). [To TpeTbeil cxeMe NPUMEHSIM IUIATHAHAM B MOHOPEXHME B BULlE
6-uacoBoii MHby3MH MpenapaTa B cyMmapHo# fose 150 Mr/m’ (6 nauueHTOB).
BuyTpuaprepiaibHas MHby3Ms NPenapaTos MPOM3BOAMIACh ¢ MOMOILBI
undyzomata ASID-BONZ (I'epManus) M 103aTOpa JIEKAPCTBEHHBIX Be-
utectB JJIB-1 oTeuecTBeHHOro mpoussoacTsa. Ilpenapat BBOAMICA € MO-
MOUIBIO CMELMANBHOTO KaTeTepa, MPOBEIEHHOIO B MarMCTPajIbHBIA COCyll
nyTeM KateTepusauuu GeapenHoit apTepun no meroanke CenmbamHrepa.

Kax BumHo 13 Ta611. 1, Hanbortee 4acTo BCTpeyaMch CHHOBHAIbHAS CApKOMa
(29,8%), minocapkoma (22,1%) 1 3okauecTBeHHas pUOPO3HAs MMCTHOLMTOMA
(13,57%). B nocneHioro rpyTiny «pefko BCTpeyaroIlrecs capKoMbl» 0ObeIHHEHbI
TaK Ha3bIBaeMble HeKIIACCHHLIMPYeMbIe M PelIKO BCTPEYAIOLIHecs OITyXOJIH: Be-
PETEHOKIIETOYHAS], CBETJIOKIIETOYHAs, NOMMMOP(OKIIETOYHAS CapKOMBI.

N.N.Trapeznikov, A.A.Gevorkyan, B. Yu.Bokhyan,
1.G.Olkhovskaya

THE EXPERIENCE OF TREATMENT FOR LIMB
SOFT TISSUE SARCOMA INVOLVING
REGIONAL CHEMOTHERAPY

Research Institute of Clinical Oncology

Soft tissue sarcoma is one of the most malignant tu-
mors. Frequent persistent disease recurrence, early onset
of distant metastases make its treatment very difficult.
Purely surgical treatment for soft tissue sarcoma is of low
efficacy, so, the problem arises to develop combined and
complex therapeutic modalities for this disease.

One of the basic principles of modern chemotherapy
for malignant tumors is to achieve maximum permanent
concentration of an antitumor agent in the tumor in order
to obtain maximum response while trying to reduce toxic
effect of the cytostatic on normal tissues by minimizing its
concentration in these tissues [1,2,4,6].

Long-term continuous intra-arterial infusions of antitu-
mor drugs maintain their permanent presence in the tumor
tissue, provide their contact with tumor cells at every stage
of cellular cycle, ameliorate side effects of cytotoxic therapy
by reducing blood peak concentrations [3,5].

Preoperative intra-arterial infusion chemotherapy
with adriamycin and platidiam for limb soft tissue sarcoma
improves the survival due to later disease recurrence and
development of distant metastases in non-responders to
systemic chemotherapy [7].

Material and Methods. Since 1955 development of treatment mo-
dalities for soft tissue malignancies has been in progress at the CRC
RAMS. This report considers some aspects of preoperative intra-arterial
chemotherapy with adriamycin and cisplatidiam. During 1982-1992 pre-
operative intra-arterial chemotherapy was given to 104 patients with limb
soft tissue sarcoma managed at the Musculoskeletal Tumor Unit of the
CRC RAMS.

There were 56 (53.9%) males and 48 (46.1%) females of age ranging
from 65 to 15 years (median 40.2 years).

The intra-arterial infusion chemotherapy for soft tissue sarcoma
was given by 3 schedules. The first schedule involved 72-hour mfusmn
of the anthracycline antibiotic adriamycin. The daily dose was 30 mg/m?
(78 patients). The second schedule consisted of a 5-day course of al-
ternating 6-hour platidiam (20 mg/m®) infusions and 18-hour adriamycin
25 mg/mz) infusions (120-hour continuous infusion; 20 patients). The
third schedule used platidiam alone administered by 6-hour infusion at
a total dose of 150 mg/m~ (6 patients). The intra-arterial infusions were
performed using an SADIRON (Germany) infusion system and a DLV-1
drug delivery pump of home production. The drug was administered
by femoral arterial catethization according to the Seldinger’s technique.

As seen in table 1 synovial sarcoma (29.8%), liposarcoma (22.1%)
and malignant fibrous histiocytoma (13.5%) were the most frequent. The
last group of 'rare sarcomas’ combines so called unclassified and rare
tumors such as spindle-cell, clear-cell, polymorfous-cell sarcomas.

The intra-arterial infusions of antitumor drugs were performed
mainly in cases with the lesion developing in a lower limb (92 patients,
88.5%) in particular its upper third with involvement of the iliac or gluteal
regions, i.e. areas the most difficult of access (30 patients, 28.9%). In
12 (11.5%) cases the tumor site was an upper limb.

Tumor size as determined by clinical examination was ranging from
1 to 45 cm. Mean tumor size in cases receiving drugs by intra-arterial in-
fusions was 11.8 cm. Evaluation of local disease advance involved calculation
of tumor volume by formula V=1/6nxyz, where x, y, z were mutually per-
pendicular largest dlmensmns in cm. Most cases (66.4%) had tumor volumes
exceeding 100 em®. Mean tumor volume was 540.78 cm’.
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3amemxu us npaxmuxu

Tabnuua | Tablel

Pacnpesenenste GonLHBIX 10 rHCTOTOrHYeCKOMY MArHO3Y
Distribution of cases with respect to tumor histology

MucTonornyeckas copma onyxonu Yneno 60nbHbIX
abec. %

CvHosmranbHas capkoma 31 29,8

Synovial sarcoma

Iunocapkoma 23 221

Liposarcoma

3nokavecTeeHHas ubposHas rmcTuoumuToma 14 13,5

Malignant fibrous histiocytoma

MuoreHHble capkombl 6 5,8

Myogenic sarcoma

®ubpocapkoma 2 1,9

Fibrosarcoma

HelAporeHHele capkombt 9 8,7

Neurogenic sarcoma

AHroreHHble capkomel 3 29

Angiogenic sarcoma

Penko BcTpevaroiumecs capkombl 16 15,4

Rare sarcomas

Bcero../Total 104 100

Tumor histology No. %

Cases

B GonbuMHCTBe CcrlyuaeB BHyTpHapTepHallbHOE BBEICHHE NPOTHBO-
OITYXOIEBLIX PENAPATOB IIPOBOHMIIOCH ITPH JIOKAIM3ALMH OMYXOJIM Ha HUX-
Heil KoHewHoCcTH (92 GonbhbIx, 88,5%), npu 3Tom OMYXOJb pacnoJjiarajiach
B CaMOH «TPYAHOAOCTYNHOM» OGNAcTH — BepXHeil TPETH ¢ MEPEXOIOM Ha
N0 XB3IOLIHYIO HITH ATOANYHYI0 06macTH (30 GonbHbIx, 28,8%). V 12 (11,5%)
BOJIbHbIX OMyXOIh JIOKAIM3OBANACE HA BEpXHeH KOHEUHOCTH.

Pa3mep onyxomnu, onpezenseMbiii o ZaHHBIM KITMHUYECKOTO oCcMOTPa,
xosebaics oT | 1o 45 cm. Cpeanuii pasmep ONYXOJIH Y MALMEHTOB, KOTOPblE
NOIBEPIIINCH BHYTPUAPTEPHATIbHOH HHBY3HH XMMHOIIPENApaTOB, COCTABHIT
11,8 cu. ITpu onenke MecTHO# pachpocTpaHeHHOCTH ONYXOJIEBOTrO NpoLecca
u3Mepscs Takke obbem onyxom no gopmyne V = 1/énxyz, rae v, V2
—— B3aHMOIIEPNCHANKYIIPHblE HAUBObILNE MAMETpPBI, (B caummerpaxz
Y GonbuMHcTBa GonbHbIX (66,4%) 06BeM onyxonu npesbiman 100 cm’.
Cpemnuii 06bem onyxonu cocrasun 540,78 e,

O6beM BLITOMHAEMBIX ONEpALHil ONIPEAEIAICS, MCXOMA M3 TOKATHA-
LHH, pa3MEPOB OMNYXOJTH, A TAKKeE CBA3M €€ C KOCTBIO MIM MATHCTPabHBIMU
cocynamu. B 83 (79,8%%) crryuasx BeinosHeHs COXpaHHbIE ONepallu B 06be-
ME WIHPOKOTo HUCCEEHHS OMNYXOJM B MblllieyHO-pacLHabHOM byTaspe, B
ToaBIIoNIeM GONBIIMHCTBE ¢ HecedeHHeM KOXH. TTpH pacnonoxeHuu ony-
XO7M MIOGIM30CTH OT KOCTH B 610K YIANAEMBIX TKaHeH BKITOYATACH H Ha -
xocTHHLa. B 5 (4,8%) cnyuasx spacranue B KocThb NPUHYIHIIO K BBINON-
HEHMIO TTOCKOCTHON WITH CErMEHTAapHOM CyGTOTATLHOMN pe3eKLUHMH HoUTe-
Kaued kocTH. B 2 (1,9%) ciyuasx coxpannas ornepauys BbINOIHIACH C
Pe3eKLMeli MarMCTPATTLHBIX cocyNoB (GeIpeHHast apTepHs) H 3aMeLIeHHEM CO-
CY/WACTBIM IAKPOHOBLIM MpOTe30M. BpacTaHHe oryxolm B KpYNHbIE HepBHble
CTBOMLE y 4 (3,8%0) MAlMeHTOB MOCTYKUIO OCHOBAHMEM IS pe3eKUMn ux
BMECTE ¢ OnyXo/eBbIM MaccHBOM. Kanealme onepaunu GbiH BBINOTHEHE!
B 21 (20,2%) ciiyuae, u3 uux 16 (15,4%) amnyTauuil, 3 (2,9%) skzapruxynsumn
koneunoctd 1 2 (1,9%) MexnoaB3nouHO-EpIOIHbIX BbIYTEHEHMS.

Tlpu ouenke >{bexTHBHOCTH Neuenus n3yuanucs HENOCPeACTBEHHbIE
(KTMHUYECK U, MOpPhOTOrHYecKHit 3¢ dexT) M oTHANCHHBIE (YACTOTA peit-
JAHBHPOBAHHA U METACTA3HPOBAHHS, 3-JIETHAS BbIKHBAEMOCTD 60IbHBIX) pe-
3yIbTATBl Tepanuu.

Kymnuyeckuit 5¢dexT oleHMBaICS Mo KITHMHHYecKUM JAHHBIM, PE3Y/ILTATaM
PEHITEHOBCKOA M YIILTPa3BYKOBOH KOMIILIOTEPHOM TOMOrpathuH, H3MEHEeHUs]
Pa3MepoB olyxomt — cornacHo «HoBbiM npemioxenusm BO3 1o CTaHAap-
TH3aLUHH OLCHKH PE3yJIbTATOR JIEYCHUS OHKOTIOMMYECKHUX BONTLHBIX» [Capun
A. M., Tpanesnukos H. H., 1987). Kpome nsmenenust pasmepos onyxom,
BAXHOE 3HAUCHYE UMEIOT TAKKE YMeHbUIeHue GOJIEBOrO CHHIPOMA, YBeNH-
“CHHE [TOJBHKHOCTH ONYXOMM M yITydilleHHe hYHKIIMH KOHEYHOCTH, eclTH OHa
M3HAYAITLHO Obita Hapyllena. Takum 06pa3oM, KPHTEPHH OLEHKH KITHHReC-
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The extension of surgery performed was determined by tumor size
and location as well as by the involvement of bones or great vessels.
Limb-saving surgery was performed in 83 (79.8%) cases consisting of
wide excision of the tumor in the musculofascial sheath with skin excision
in most cases. If the tumor was located near the bone the periost was
also removed. In 5 (4.8%) cases planar or segmental subtotal resection
of the underlying bone was performed due to bone involvement. In 2
(1.9%) cases the procedure included resection of great vessels (femoral
artery) and their replacement with dacron prostheses. Tumor invasion
into large nervous stems necessitated their resection together with the
tumor in 4 (3.8%) cases. Mutilating surgery was performed in 21 (20.2%)
cases including 16 (15.4%) amputations, 3 (2.9%) limb exarticulations
and 2 (1.9%) interilioabdominal amputations.

Treatment efficacy was assessed by immediate (clinical, morpho-
logical response) and follow-up (local recurrence and metastases, 3-year
survival) results.

The clinical response was evaluated by the patients’ clinical pattern,
using X-ray and ultrasound computed tomography, by changes in tumor
size according to The WHO New Proposals on Standardization of Re-
porting Results of Cancer Treatment (A.M.Garin, N.N.Trapeznikov,
1987). Besides changes in tumor size, there are some other characteristics
of great importance for assessment of treatment efficacy, such as ame-
lioration of pain syndrome, improvement of tumor mobility and limb
functioning if the latter was limited. So, criteria for evaluation of clinical
response may be placed in order of significance as follows:

— complete response (I);

— partial response (I1);

— stabilization (I11);

— amelioration or cessation of pain syndrome (1V);

— improvement of tumor mobility (V);

— improvement or restoration of limb functioning (VI).

Clinical response was considered good if characteristics 1 or II, or
a combination of any two of the remaining characteristics were present.

The morphological response was assessed by the presence or absence
of therapeutic pathomorphosis as assessed by surgical specimens. The
morphological response was evaluated as good in cases with 60-70%
tumor cell necrosis.

Results and Discussion. Clinical response was achieved
in 44 (42.3%) patients. Efficacy of adriamycin was 42.3%,
that of the adriamycin+platidiam combination was 40%,
monotherapy with platidiam gave a 50% effect (table 2).

A good morphological response was achieved in 52
(50%) patients. Comparison of the individual schedules
applied showed that a greater than 60-70% necrosis of
tumor cells was detected more frequently in cases treated
with adriamycin alone (55.1%) than with adriamycin+pla-
tidiam (30%) (p<0.005) (see table 2).

24 (23%) patients presented both positive clinical re-
sponse and a 60-70% post-therapeutic tumor cell necrosis,
i.e. so called clinical and morphological response.
Adriamycin induced the clinical and morphological re-
sponse in 23.1%, platidiam in 33.3% and adriamycin+pla-
tidiam in 20% of the cases.

There were no statistically significant differences in
treatment results with respect to degree of tumor vascu-
larization between the groups studied. However, morpho-
logical response was more frequently achieved in tumors
upto 1000 cm? with moderate pathological vascularization.

The therapy undertaken was about similarly efficient
for tumors of different histology. Clinical effect was rang-
ing from 33.3% (angiogenic sarcoma) to 50% (myogenic
and fibrous sarcomas), morphological response was rang-
ing from 33.3% (angiogenic and neurogenic sarcomas) to
81.3% (unclassified and rare sarcomas (table 3).

Follow-up results were evaluated in 102 patients. Two
patients were lost to follow-up and their fﬁrther fate is
unknown. Disease recurrence was detected in 28 (27.4%)
patients within 3 to 31 months following treatment, mean
time of recurrence onset was 11.9+7.3 mo.

Analysis of effects of different therapeutic modalities
on frequency and onset of relapse failed to find any differ-
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koro 3ddekTa 1Mo 3HAYUMOCTH MOXKHO PACNPEIeiUTh CIIEIYIOUNM obpazoM:

— mnonHas perpeccus (I);

— yactuunas perpeccust (11);

— crabumuzauus (ID);

— yMeHbLUEHHE WM HCYe3HOBEHUE HOJIEBOTO CHHApOMa (1v);

— yBeIUYCHHE MOJBUKHOCTH OTYyXOJIH v);

— yIyyIleHHe WIH BOCCTAHOBJIEHHE (QYHKLMH KOHEYHOCTH (VD).

Knuandeckuil 3¢deKT cUnUTanca XopowHuM NMpH HAMYHK NpH3HaKa I
uu 11 win npu coyetannn moObIX OBYX M3 OCTAJIBHbIX NPH3HAKOB.

Mopdornoruyeckuii 3pdekT OLEeHNBATICA MCXOMA M3 IAHHBIX O HAIYHH
VI OTCYTCTBHH TEPaneBTHYECKOro MaToMop$o3a, orpeieiseMOro npH ne-
CIIEIOBAHMH 3KCLUM3HOHHOTO MaTepyana. TIpu aToM Mopdonoruyeckui a-
(EKT CUMTAIICS XOPOLLHM, ECITH YAABAJIOCH TOJTY4HTb HEKPO3 6onee 60—70%
OIyXOJIEBbIX KIIETOK.

PesyabTaThi u obcyxaenne. Knnnuueckni a¢dexT no-
nyueH y 44 (42,3%) Gonbrbix. I dHeKTUBHOCTE ANPUAMHLHU-
Ha coctaBmna 42,3%, cxeMbl afpHaMHLUuH + MIaTHanam —
40%, NpH UCTIONb30BAHMH MIATHAMAMA B MOHOPEXHMME ITOT
nokazatens paseH 50% (rabim. 2).

Xopowuii Mopdonornyeckuii 3p¢pekT oTMedeH y 52
(50%) naumnenrtos. H3yuyenne 3QeKTHBHOCTH OTACIbHBIX
MpenapaToB I0Ka3alo, YTO NPH PUMEHEHHH apHaMHUKHA
B MOHOpexHMe Hekpo3 Gosee 60—70% omyxoneBbiX KIeTokK
poiaBnsercs yaule (55,1%), 4eM Mpy MPUMEHEHUHN CXEMbI a1~
puamMuuuH + miaruauam (30%) (p<0,005) (cM. Tabn. 2).

V 24 (23%) MauUeHTOB UMENI0 MECTO COYETAHHME MONOXKH-
TenabpHOro KIHHKUYeckoro 3ddexkTa M NOCTTEPANEBTHYECKOTO
Hekpo3a 60—70% OmyxoneBbIX KIETOK — TaK Ha3bIBaeMbli
KIIMHUKO-MOpdonornueckuii apexT. ANpHaMHLIMH BbI3bIBal
xIMHUKO-Mopdonoruyeckuit addexT B 23,1%, nuatuaam —
B 33,3% 1 agpuaMuuuH + muatuauam — B 20% crnyyaes.

AHanu3upys BaMsHHe obbeMa ¥ CTereHu BacKyJsipu3a-
LMK OMYyXONK Ha IOQEKT JeyeHus, Mbl He OGHAPYXHIIN 1O-
CTOBEPHBIX Pa3sAMUMH MEXIY Pa3HbIMU IPYIIaMH. Opanako
CJIEAYET OTMETHTb, YTO MOPHOJIOTHYECKHH s¢dekT uate a0-
cTHraetcs npu onyxonsax obemom 10 1000 cM® 1 ¢ yMepeHHo
BbIP@XEHHOH MaTONOTHYECKOH BACKyJIsIpU3aLMen.

D¢ PeKTUBHOCTb NPUMEHAEMO HAMM TEPAINKH MPH pas-
HbIX THCTOJIOTMYECKMX BAPUAHTAX ONYyXOJIeid OKa3anach Mpu-
Gu3UTeNbHO onuHaKoBol. Tak, kIMHUYeckui dddekT oT-
MeueH oT 33,3% ciydyaeB (aHTHOTEHHas capkoma) Jo 50%
(MHOTEHHbIE CApKOMBI U ¢ubpocapkoma), Mmopdonoruyec-
xuit 3bdexT — oT 33,3% — AHTHOTEHHbIC ¥ HEHPOTEHHbIE
capkoMbl 10 81,3% cnyyaes npH HeKJIaCCHPULMPYEMbIX H
PeaKo BCTPeYakoLLMXCs capkomax (Tabi. 3).

OTxasieHHbIe Pe3y/bTaThl Mpociexenbl y 102 mauueHTos.
JIBoe GOJbHBIX MOTEPAHBI M3 TONA 3PEHHSA, U NX JanbHer1as
cynbba HaM Hen3BeCTHA. PelMaMBbI BbISBIICHBI Y 28 (27,4%)
YeNoBeK B CPOKH OT 3 110 31 Mec MocIe JleYeHus, CpeiHuii CpoK
TOSBNEHNS peluamMBoB coctapui 11,9473 mec.

T1pu n3yueHuM BIUAHUSA OTACIBHBIX CXEM BBEACHHUS Mpe-
1apaToB B APTEPHIO HA YACTOTY M CPOKH MOABICHUs peLu-
IMBOB Pa3IM4Ni MEXIy IPYNaMH HE BbIABIICHO. B rpynne
BOJbHBIX C XOPOLIUM KIIMHU4ECKHM 3G PekToM YacToTa pe-
unauBoB cocTaBuna 30,2%. Cpeau G0IbHBIX, KIMHUHECKH
PE3UCTEHTHBIX K JIEYEHHIO, PEUANBbLI BOSHUKIH y 25,4%.
Moptonoruyeckuii OTBET ONMYXONH Ha BHyTpHUapTepualb-
HOe BBEIEHHE XMMUOMpPENapaToB Obll KOHCTATHPOBAH Y 52
NaLBeHTOB, U3 HUX ¥ 25% B JanbHeWLIeM TOABHIICH PeLH-
auBbl. B rpyne 60MbHBIX, y KOTOPbIX OTCYTCTBOBAJIH MPH-
3HAKK NaToMOP}03a, PeUHAUBbI BOSHUKIU B 30% ciyyaes.

O61beM ONMepaTUBHOTO BMEILATENbCTBA OKa3bIBACT CyLIC-
CTBEHHOE BJIMAHME Ha npollecc peuuansupoanus. ITocne ka-
JleqallyX Ofepallil PELMINBbI MOABIAIOTCA PEXE, 4eM Mocie
coxpanHbix, — 18,2 1 30% COOTBETCTBEHHO (p<0,05). Ha
HalleM MaTepHase YeTKO BbiABIEHO Oonee YacToe BO3HUKHO-
BEHUE PELIMMBOB M10CIE COXPAHHBIX OMEepaLyi, NPU JIoKa-
3aHMM OMYXOJK HA HMXHMX KOHEYHOCTHX (32,9%) no cpaBHe-
HUIO C BepXHMMH KoHeyHocTamH (10%); cpenHue CpoKH BO3-

TaG6anuua 2 Table 2

HenocpecTennan 3¢ QeKTHBHOCTL BHYTPHAPTEPHAIBHOI
xumuoTepanuu y 104 GosibHBIX
Immediate response to intra-arterial chemotherapy in 104 cases

MpumeHsembin KnuHudecknin Mopdonoruyeckui
npenapat acpdekt apcekt
eCTb HeT ecTb HeT
abc.| % |abc.| % |abc.| % |abe.i %
AapuamulH 33 [42,3| 45 |57,7| 43 |55,1} 35 |44,9
(78 6onbHbIX, 100%)
Adriamycin
(78 patients, 100%)
AgpuamuimnH 8 {40!12160| 6 | 30|14 |70
+ nnatmamam
(20 6onbHbIX, 100%)
Adriamycin+platidiam
(20 patients, 100%)
Mnatnguam 3 |50| 3 |5 ] 3 |50)| 3 |50
(6 6onbHbIX, 100%)
Platidiam
(6 patients 100%)
Bcero../Total 44 |42,3| 60 |57,7| 52 | 50 | 52 | 50
Drug No.| % |No.] % [No.| % |No.| %
administered yes no yes no
Clinical Morphological
response response

ence between the groups. The rate of disease recurrence
was 30.2% in patients with a good clinical response and
25.4% in clinically refractory cases. Morphological tumor
response to intra-arterial administration of chemothera-
peuticals was achieved in 52 patients of whom 25% re-
lapsed. In cases showing no signs of therapeutic pathomor-
phosis the rate of disease recurrence was 30%.

Surgery extension was of considerable significance for
disease recurrence. Frequency of relapses was lower fol-
lowing mutilating surgery as compared to limb-saving op-
erations (18.2% and 30%, respectively) (p<0.05). Fre-
quency of relapses following salvage surgery was higher in
cases with the lesion in a lower limb (32.9%) as compared
with upper limbs (10%).

Of the 102 patients distant metastases were detected
in 39 (38.2%) cases, metastasis sites being as follows: lung
(32, 82.1%), distant lymph nodes (3, 7.7%), skeletal bones
(2, 5.1%), breast (2, 5.1%). Metastasis onset was detected
within 1 to 52 mo. following treatment, mean time of onset
being 11.2+4.5 mo. It should be noted that absolute ma-
jority of metastases (87.2%) developed within the first two
years following treatment.

Frequency of metastasis occurrence in relation to
drugs administered was as follows: 38.9% after mono-
therapy with adriamycin, 20% after platidiam and 40%
following combined therapy with adriamycin+platidiam.
The difference was not statistically significant.

Percentage of metastasis occurrence was 37.2 in pa-
tients with clinical response to therapy and 38.9 in clinical
non-responders. There was a similar metastasizing pattern
in the patients with and without morphological response
(40.3% and 36%, respectively).

A concerns extension of surgery, metastases developed
in 33.8% of patients undergoing limb-saving surgery and in
54.5% of those undergoing mutilating operations. The dif-
ference showed a tendency to statistical significance.
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Tabauua 3

Table 3

Pacnpenenenne 6o/IbHBIX 110 THCTOMOrHYeCKO# dopme omyxonu B 3aBHcHMOCTH OT dhdeKTa Jeuenus
Distribution of cases with respect to tumor histology and response to treatment

I'wctonoruyeckan gopma Yucno Knunuueckwit agpdexT Mopdonoruueckuit agcbexT Knunuko-mopdonoruyeckuii
onyxonu 6onbHbIX adypekT
ecTb HeT eCcTb HeT ecTb HeT
abc. % abce. % abc. % abc. % abc. % abc. %

Iunocapkoma 23 10 435 13 56,5 13 56,5 10 435 8 34,8 15 65,2
Liposarcoma
3nokauecTBeHHas pubposHas 14 6 42,9 8 57,1 8 57,1 6 42,9 3 21,4 1 78,6
rucTuouuToMa
Malignant fibrous histiocytoma
CvHoBnantHas capkoma 31 13 41,9 18 58,1 11 354 20 64,5 4 12,9 27 87,1
Synovial sarcoma
Pubpocapkoma 2 1 50 1 50 0 — 2 100 0 — 2 100
Fibrosarcoma
MuoreHHble capkomel 6 3 50 3 50 3 50 3 50 1 16,7 5 83,3
Myogenic sarcoma
HeiiporeHHbie capkomel 9 4 444 5 55,6 3 33,3 6 66,7 2 22,2 7 77,8
Neurogenic sarcoma
Heknaccupuymupyembie capkombl 16 6 37,5 10 62,5 13 81,3 3 18,7 6 37,5 10 62,5
Unclassified sarcomas
AHIVOreHHbIe CapKOMBI 3 1 33,3 2 66,7 1 33,3 2 66,7 0 — 3 100
Angiogenic sarcoma
Bcero../Total 104 44 42,3 60 57,7 52 50 52 50 24 23 80 77

) No. % No. % No. % No. % No. % No. %
Tumor histology Cases ves no yes no yes no

Clinical Morphological Clinical and morphological
response response response

HUKHOBEHMSA DELMAMBOB B 3THX TPYNMax He Pa3MYasIHCh.

M3 102 60onbHbIX OTOANEHHBIE METACTA3bI BBITH BbISABIIE-
Hbl'y 39 (38,2%), 3 HUX B nerkue y 32 (82, 1%), B oTHaneHHbIE
nuMbaTryeckue y3nsl y 3 (7,7%), B KOCTH ckeneTa y 2(5,1%),
B MOJIOYHYIO Xene3y y 2 (5,1%) 6onbHbIX. MeTacTasbl BO3-
HHKJIM B CPOKH OT | 10 52 Mec nocite eveHns, CpeHuii cpok
ux noseiueHus 11,244,5 mec. Cnexyer oT™MeTHTh, 4TO abco-
MOTHOE GONBUIMHCTBO MeTacTa3oB (87,2%) BO3HUKAET B Te-
YEHHUE MEPBLIX 2 JIET MOCNE NeYEeHHA.

H3yyenne 4acTOTbl MOSBIEHUS METACTa30B B 3aBUCH-
MOCTM OT MCMONIL30BAHHOTO Ipenapara NoKa3alo, YTo
Nocne NPUMEHEHU aipUaMUIIHHA B MOHOPEXHME MeTacTa-
3b1 BbIsABIIEHBI Y 38,9%, nnatuanama — y 20% u nocie koM-
OMHauMK afpUaMUUMH + niIaTHIWAM —y 40% O60nbHbIX.
Pazmuyns craTHcTHYeCKH HenOCTOBEpHDI.

Yacrora MeTacTasupoBanus B rpynne GobLHBIX ¢ MOTOKH-
TEIILHBIM KIMHUYECKUM 3(HEKTOM nociie JieueHHs COCTABHIIA
37,2%, ¢ oTpuuaTenbHBIM — 38,9%. PaBHO3HAYHbBIE OKA3aTe-
JIM HACTOTbI METACTA3MPOBAHMA TAKXKE BbIABIEHb! B Ipymmnax
GOMBHBIX C MONOKMTENLHBIM H OTPHLATENLHBIM mopdooru-
4eCKHM 3dexToM — 40,3 1 36% COOTBETCTBEHHO.

YTo kacaeTcs 00beMa OMepaTHBHOIO BMEILIATENIbCTBA,
TO METACTas3bl B IpyIe GONLHbIX C COXPAHHBLIMH ONeEPALUs-
MH BLISBIICHbI B 33,8% ciyyaeB, a y 60IbHbIX, OABEPTILHXCS
KaleyauluM onepaumsaM, — B 54,5%. Pa3znuuus MMeroT Tel-
JEHLHIO K JOCTOBEPHOCTH.

B Tabn. 4 npuBeneHsl qaHHbIE YACTOTHI peLUAUBHPOBa-
HUA W METACTa3MPOBAHMA MPH OTAEIbHLIX THCTOJIOTHYECKHX
(hopMax OMYXONH C y4eTOM HenoCpeaCTBEHHOTo spdexra
BHYTPHAPTEPHANILHOH XUMHOTEPANHH.

AHaJIM3MpYs MONyYEeHHbIE NAHHBIE, CllELyeT OTMETHTD,
YTO HETIOCPECTBEHHBIE PE3YJILTATHI JIEYEHHS HE OKA3BIBAIOT
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Table 4 summarizes data on frequency of disease re-
currence and metastasizing with respect to tumor histology
and immediate response to intra-arterial chemotherapy.

Thus, the analysis shows that immediate treatment re-
sults did not have a significant effect on disease recurrence.
However, we should like to emphasize the following, The
liposarcoma cases with a good clinical response showed a
greater recurrence frequency (50%) than the non-respond-
ers to intra-arterial chemotherapy (25%) (p<0.05). In
synovial sarcoma good morphological response was a fa-
vorable factor reducing the risk of recurrence (9.1% versus
26.3% in patients without signs of pathomorphosis), the
difference showing a tendency to statistical significance.
Comparison of significance of clinical or morphological
response in tumors of different histologies revealed the
following. Recurrence rate in liposarcoma after a good
clinical effect was 50%, while in malignant fibrous histio-
cytoma and synovial sarcoma the rate was 16.7% (the dif-
ference was tending to statistical significance). In patients
with liposarcoma showing a good morphological response
recurrence rate was 30.8% versus 9.1% (the difference was
tending to statistical significance). The rest of the differ-
ences in relapse rate discovered were not statistically or
clinically significant (see table 4).

The good clinical response was a prognostically favor-
able factor in respect of metastasis occurrence as it reduced
metastasis occurrence in malignant fibrous histiocytoma
(16.6% - 50%), synovial sarcoma (25% - 44.4%), neuro-
genic (25% - 40%) tumors.

The good morphological response was a favorable fac-
tor for prognosis of synovial sarcoma (27.3% - 42. 1%), but
suggested a poor prognosis in neurogenic (66.7% - 16.7%)
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TaGnuua 4

YacroTa BRMIBJICHHA PELMIMBOB H METACTA30B B 3aBUCHMOCTH OT THCTOJIOrM4Yeckoil (opMbl onyxou 1 3dderra JeueHus
Rate of relapse and metastasis occurrence with respect to tumor histology and response to treatment

Table 4

IhehekT neyeHns Yucno YacroTta peuuansos YacTtoTa meTtacrasos
OonsHbix a6e. % abc. %
Nunocapkoma Liposarcoma 22 8 36,4 7 31,8
KnuHuueckuia: Clinical:
ecTb yes 10 5 50 6 60
HeT no 12 3 25 1 8,3
Mopdonoruyeckuii: Morphological:
ecTb yes 13 4 30,8 4 30,8
HeT no 9 4 444 3 33,3
3nokavyecTBeHHas Malignant fibrous 14 4 28,6 5 357
$hubpo3Has rucTHoLUTOMA histiocytoma
Knunudeckuid: Clinical:
ecTb yes 6 1 16,7 1 16,6
HeT no 8 3 37,5 4 50
Mopdonormueckuii: Morphological:
ecTb yes 8 4 50 3 37,5
HeT no 6 0 0 2 33,3
CuHOBManNbLHaA capkoma Synovial sarcoma 30 6 20 11 36,7
KnuHuueckwii: Clinicat:
eCcTb yes 12 2 16,7 3 25
HeT no 18 4 22,2 8 44.4
Mopdhonormyeckuii: Morphological:
ecTb yes 11 1 9,1 3 27,3
HeT no 19 5 26,3 8 421
HeliporeHHble CapKOMbI Neurogenic sarcoma 9 4 444 3 33,3
KnuHwyeckui: Clinical:
ecTb yes 4 2 50 1 25
HET no 5 2 40 2 40
Mopdonoruueckuii: Morphological:
ecTb yes 3 2 66,7 2 66,7
HeT no 6 2 33,3 1 16,7
Peakue n Heknaccuduum- Rare and unclassified 16 2 12,5 9 56,3
pyeMmbie CapKOMbl sarcomas
KnuHuueckum: Clinical:
eCcTb yes 6 1 16,7 3 50
HeT no 10 1 10 6 60
Mopdonornyeckuii: Morphological:
ecTb yes 13 2 15,4 8 61,5
HeT no 3 0 0 1 33,3
Response to treatment No. of cases No. % No. %
Relapse Metastases

CYIIECTBEHHOTO BJIMSHUS HA MPOLECC PELMAMBUPOBAHHSA.
OaHako XOTenoch Obl OCTAHOBUTLCA Ha HEKOTOPBIX MOMEH-
tax. Tak, Mpy JIHIIOCApKOMe Y GOMBHBIX ¢ XOPOIIMM KITHHH-
yeckuM 3 exTOM pelanBbI BoIABIAIOTCA Yaile (50%), uem
y 60JIbHBIX, KTHHAYECKH PE3UCTEHTHBIX K BHYTPUApPTEpHallb-
Hoit xumuoTepanuu (25%) (p<0,05). B rpynmne 601bHbIX CH-
HOBHAJILHOM capkoMol Xxopownii Mopdonoruueckud 3¢-
(exT ABNAeTCS ONMArONPHATHBIM (AKTOPOM, CHIDKAIOMINM
puck peuuauBrpoBanus — 9,1%, y 601bHbIX 0€3 MPU3HAKOB
naromophosa — 26,3% (pasnuuusg MMEOT TCHACHLIKIO K 10~

and rare or unclassified sarcomas (61.5% - 33.3%).

The good clinical response in liposarcoma suggested
a high risk of metastasis occurrence (60%), while in cases
with no clinical response metastases occurred in 8.3% of
the patients only (p<0.005).

Survival of patients is the most valuable criterion for
assessment of efficacy of any treatment modality. In our
investigation the follow-up time did not exceed 50 mo, so,
we calculated 3-year survival. In the whole group of the
patients it was 61.9£7.3%.
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CTOBepHOCTH). ITpN cpaBHEHUH 3HAYNMOCTH KIIMHUUYECKOTO
uin Mopdosoruueckoro sddexra Mexay rpynnaMmu 6ob-
HBIX ¢ PA3HBIMU TMCTOJOTHUECKUMY THATHO3AMM OTMEYaeT-
s, 9TO IPH JTHMOCAPKOME TOCIIE XOPOLIEro KIMHUYECKOT0
3¢bdexTa yacToTa peLIMANBUPOBAHUS cocTaBiseT 50%, a mpu
3JI0KAQ4€CTBEHHON PUOPO3HON TUCTHOLMTOME U CHHOBHAIIb-
HOM capkoMe — 16,7% (pa3nu4us UMEIOT TEHAEHLHIO K JIO-
CTOBEPHOCTH). NI Apyroe — npu NoyoxKUTeabHOM Mopdho-
soruyeckoM 3ddexTe y GONBHBIX JUIOCAPKOMON YacToTa
peluauBHpoBaHuA coctabnsieT 30,8%, a y 60NbHBLIX CHHOBH-
albHOU capkoMoi — 9,1% (pa3nnuyus UMEIOT TEHAEHLHIO K
OCTOBEPHOCTH). OcTaNbHbIE BbISBIEHHbIE PA3IHUUS 4aCTO-
Thl PELUAHBUPOBAHUS CTATHCTUYECKHU HEAOCTOBEPHBI M HE
HMEIOT KIIMHUYECKOTO 3HaUYeHHUs (CM. TaoI. 4).

XapakTepusupys Apyroi kauecTBEHHBII MOKa3aTedb —
METACTA3uPOBAHHE, — MOXHO OTMETUTh, YTO MOJIYYEHHE XO-
POLIEro KIMHUYECKOro 3¢deKTa sBiseTcs ONAaronpHsTHbIM
NIPOTHOCTHUYECKUM (PAKTOPOM, YMEHBIUAIOIUM YacTOTY Me-
TACTa3UPOBAHMUA MPH 3ITOKAUECTBEHHOH GUOGPO3HOIH THCTHO-
uutome (16,6—50%), cunoBnanbHOM capkome (25—44,4%),
HeWporeHHsIx (25—40%) onyxonax.

Xopoumnit Mopdonoruueckuii 3¢ dexr spaserca 6maro-
MPUATHBIM NPOTHOCTHYECKUM (PaKTOPOM B rpynnax 60ib-
HBIX CUHOBHAIILHOMN capkomoit (27,3—42,1%), Ho yXyauwaer
MPOrHO3 y MALMEHTOB ¢ HEHPOreHHBIMU (66,7—16,7%) 1 pea-
KHMH U HEKITaccuPUUUpYEMbIMU capkoMami (61,5—33,3%).

Y GONbHBIX JUMOCAPKOMON MOIyUeHHE KITHHUYECKOTO -
(ekTa ykasbiBaeT Ha BBICOKHH PHCK pa3BUTUS METACcTa30B
(60%), B TO Bpems Kak NMPH OTPULIATEILHOM KITMHHYECKOM 30-
dexTe YacToTa METAcTa3MpOBaHMA COCTaBiIAeT Beero 8,3%
(<0,005).

HecomuenHo, BaxHeiiiee 3HaUeHHE IS OUEHKU KOHKPET-
HOTO METOAA JIeHEHHS MMeeT OOLIENPUHSATBLIH B OHKOMOTHH
KpUTEpHid BbDKMBAeMOCTH OonbHbIX. B uccnemyemoit namu
CPYIie CPOK HaOJIOAeHHS B OOJBILMHCTBE CIIY4aes He NpEBbI-
way 50 Mec, [T03TOMY BKHBAEMOCTh IPOCYMTaHa HA 3-JIETHMUI
cpok. B ob1meit rpynne 6ombHBIX OHA cocTaBuna 61,947 3%.

O6bem onmyxonm Takke OKa3blBAET BIUSHHE HA MOKA3a-
TeNb BLDKUBaeMOCTH. Tak, npu obbeMe onyxonu ao 100 cm?
BbDDKHBAEMOCTh 3HAYUTENILHO BbILLE, YeM Y OONBHBIX ¢ 00b-
eMoM omnyxoiu 6oxee 1000 cm3,— 77,349,6 u 39,1+24.4% co-
oTBeTCTBEHHO (p<0,005).

Bce GonbHbIe, MoNnyyaBLIne TeUeHHE IO CXEME afipUaMH-
UUHFIUIATHANAM, HAOIMIOAATNCh HAMH B TedeHHe 3 JIeT,
MoCJIe TPUMEHEHUS aAPUAMULIITHA B MOHOPEXHME 3-TIETHSAS
BbDKMBaeMOCTb coctaBuia 56,0+7,9%. ManouucieHHOCTb
rpynnel OONBHBIX, JIEYUBILUXCA TONLKO MAATHANAMOM, He
MIO3BOJIMIIA MONYYHUTh AHAIIOTMYHBIN MOKA3aTENb.

CratucTiyecky JOCTOBEPHBIE PASIUYHS MOy YEHBI MEXLY
rpynnamu 60JbHBIX MO 00bEMY BbIMOJHEHHON OMEpaLMH.
ITocme  coxpaHHbIX  omepauuii  BBLDKMBAEMOCTb  BblLle
(71,317,5%), kaneyaluue ornepaluuy CHUXKAIOT BbDKMBAEMOCTh
10 35,7%15,6%, pa3nuuus CTATUCTUYECKH TOCTOBEPHBI.

IIpuMeHenne nperonepallHOHHON BHYTPHAPTEPHUATb-
HOM XUMUOTEPANHH NPECIeqyeT TAKKE LENH CHIXKEHUS Yac-
TOTbl METACTa3upoBaHuda. B rpynmne GONBHbLIX, ¥ KOTOPBIX
METAcTa3bl OTCYTCTBYIOT, [OKA3aTeNb 3-NeTHEH BbOKUBAE-
MOCTH BblllIe M0 CPABHEHUIO C MAlUEHTAMU C METACTa3a-
MU — 89,2445 u 28,1+11,9% coorBercTBenHo. CTaTUCTHU-
YECKH JOCTOBEPHbBIE PA3NIUYHUS B I0KA3ATENIX BbDKMBAEMOC-
TH OOHapY’KeHbI TAKKE MEXY PPYNaMHU GOJIbHbIX C IPU3HA-
xamu Oone3un (Meracras u/vim peLanB) — 43+10,7% u Ge3
HuXx — 87,1£5,4%.

ITokazaTenb BLKMBAEMOCTH MOYTH OJUHAKOB B OT/ENb-
HBIX FMCTONOTMYeCKUX rpynnax. Jlyumui pesyabrar nomy-
YEH B IPYINe 3I0KaYeCTBEHHOH IWUBaHHOMBI — 83,3+15,2%,
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Tumor volume had effect on the survival. In cases with
tumor volume less than 100 cm?® the survival was much
higher, than in those with tumor volume more than
1000 cm?®, ie. 77.319.6 versus 39.1+24.4%, respectively
(p<0.005).

All the patients receiving adriamycin+platidiam were
followed-up for 3 years, the 3-year survival in the cases
receiving monotherapy with adriamycin was 56.0+7.9%.
We failed to determine the parameter for the patients re-
ceiving platidiam alone because of small number of the
patients.

We found statistically significant difference in survival
of patients with respect to volume of surgery performed.
The survival after salvage surgery was higher (71.317.5%)
as compared to mutilating surgery (35.7+15.6%), the dif-
ference being statistically significant.

Preoperative intra-arterial chemotherapy is also ex-
pected to reduce metastasis occurrence. In metastasis-free
patients the 3-year survival was higher than in patients with
metastases: 89.2+4.5 vs 28.1+11.9%, respectively. There were
statistically significant differences in survival between metas-
tasizing and/or relapsing patients (43+10.7%), and disease-
free patients (87.1+5.4%).

The survival was similar in different histological
groups. The best results (83.3+15.2%) were obtained in
patients with malignant schwannoma.
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