VMHIVMBMAYA/IbHBIE OCOOEHHOCTM B aKTHBHOCTH 3TOro hep-
MEHTA, YTO MOXET MrpaTh 3HAUUTEIBHYIO POJb B MCXOA-
HOW YYBCTBHTEJBHOCTH ONYXOJM M HOPMAaJbHOH TKaHM K
XUMHUOTEPATIHH.

AHanu3 NONMYUYEHHBIX JAHHBIX IO3BOJIET TOBOPHTH O
TOM, 4T0, HECMOTpPS HA MCXOAHYIO HU3KYK UYBCTBHUTE/b-
HOCTh K XMMHOTEDAIIUN HEMEJKOKJICTOUHHIX (opM paxa
JIETKOTO, moBhiieHue ypoBHa aktueroctd GST B omyxonn
N0 CPABHEHMIO C HOPMAJILHON TKAHBIO JIETKOTO OTMEYEHO
TOJIbKO IpuMEpPHO y 50%, obcnexyeMsix OOMBHBIX HE3aBH-
CMMO OT TMCTOJIOTMYECKOTO BAPMAHTA M craaumu 3a0oseBa-
ang. Kpome Toro, panee GbuIO MOKA33HO OTCYTCTBHE IKC-
npeccun mdrl- reHa B XJI€TKaX ONyXOJIEH JIETKOTO, YCTOH-
umBhIX K uurocrarukam [7, 8 ]. ITosromy MoxHO npexnno-
JIOXKHTh CYIICCTBOBAHMUEC M APYTIAX MCXAHU3MOB PE3UCTCH-
THOCTH OIIYXOJIEH JIETKOTr0 K XxuMmuorepamuu [2 ].

Ipencrapagerca HeoOXOAMMBIM IPOBOAUTH WHIMBHIY-
anabHYKO oueHKy yposHs aktusHoctH GST y GonbHEIX pa-
KOM JIETKOTO, TaK KaK MOBBILIEHHME ITONO IOKA3aTeEns B
OIyXOJIM [0 CPABHEHHIO C HOPMAJIBHOH TKAHBIO SBJISETCS
TIPOrHOCTHYECKHM MPU3HAKOM yCTOMYMBOCTH OIYXOJIEBBIX
KJETOK K LHUTOCTaTHKaM. BepodaTHo, mociepyomee Je-
KapCTBEHHOE JICUEHME TAKUX OOJbHBIX LEnecoobpasHo
KOMOMHMpPOBATh € MpPENapaTaMH, MHTMOMPYIOIMMH akK-
THBHOCTh 9TOH (PEPMEHTHOM CHCTEMBI, uTO TpebyeT masb-
HEHIIEro U3y4YeHusd.
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PA3PABOTKA IIOKA3AHHUA K PA3JIMYHBIM
METOJAM JIEYEHHUA IVIOCKOKJIETOYHOT'O
PAKA CJIM3UCTON OBOJIOYKH MOJOCTHU PTA
C UCTNIOJIb30BAHUEM JUJIUTEJIbHON
UHOY3MOHHON XUMMHOTEPAITUN
IJIATUJNUAMOM H 5-OTOPYPAIIMJIOM

HHH xaunuueckoii oHKoNIo2uu

3a nocJsegHUE rogbl HAKOMJICH OMBIT JCYECHHS ILIOCKO-
KJIETOYHOTO PaKa C/IM3UCTOH OOOMIOUKH MOJOCTH PTa KOM-
OMHAIMEd NpenaparoB IUIATHHB (IIATHAMAMOM) M 5-
¢Topypanuna B BuAE ANMTENBbHON BHYTPHUBEHHOM WHQY-
3MOHHOM XMMHMOTEpanuum 1o cxeme: maatuguam 100 mr/ M2

GST activity in cancer cells as compared to normal
lung tissue was detected in 509, of the patients only ir-
respective of cancer histology and advance. Besides, it
was discovered previously that cytostatic-refractory
lung cancer cells do not show expression of the gene
mdrl {7, 8]. Therefore, there can be a variety of
mechanisms of lung cancer resistance to chemother-
apy 2]

It seems reasonable to test lung cancer patients for
GST activity, because elevation of the enzyme in the
tumor as compared to the normal tissue is a prognostic
factor of tumor cell resistance to cytostatics. Che-
motherapy of such patients may be combined with in-
hibitors of this enzyme system. This problem requires
further study.

JHTEPATYPA/REFERENCES

1. flonenko @.B., Kabuesa A.O., bBoposkosa H.5.,, Mo-
po3 JL.B. // Bwoa. skcnep. 6uon. — 1991. — Ne 8. — C. 188—
190.

2. Jonenxo @.B., Cumduxoeéa C.M., Mopos J.B. // Bomp. ou-
kon. — 1991. — Ne 7—8. — C. 780—788.

3. Benard J., Bourhis J., Rion G. // Anticancer Res. — 1990. —
Vol. 10, N 54. — P. 1297—1302.

4. Bradford M.M. // Analyt. Biochem. — 1976. — Vol. 72. —
P. 248.

5. Habig W.H., Jakoby W.B. // Meth. Enzymol. — 1981. —
Vol. 77. — P. 398.

6. Hall A., Cattan A.R., Proctor S.J. // Leukemia Res. — 1989. —
Vol. 13, N 5. — P. 351—356.

7. Hong W.K., Shin D.M. // Anticancer Res. — 1992. —
VYol. 12, N 2. — P. 367—370.

8. Lai S.L., Goldstein M.M., Gottesman I. et al. // J. nat. Cancer
Inst. — 1989. — Vol. 81, N 15. — P. 1144—1150.

9. Lee FJ.F, Sciandra J., Siemann D.W. // Biochem.
Pharmacol. — 1989. — Vol. 38. — P. 3697—3705.

10. Nakagawa K., Saijo N., Tsuchida S. et al. // J. Biol. Chem. —
1990. — Vol. 265, N 8. — P. 4296—4301.

11. Smith M.T., Evans C.G., Doane-Setzer P. et al. // Cancer
Res. — 1989. — Vol. 49, N 10. — P. 2621—2625.

12. Tsuruo T. // Jap. J. Cancer Res (Gann). — 1988. —
Vol. 79. — P. 285—296.

IMocrynuna 17.11.92. / Submitted 17.11.92

V.L. Lubayev, V.A. Gorbunova, G.S. Ryspayeva

DEVELOPMENT OF INDICATIONS TO VARIOUS
REGIMENS OF TREATMENT FOR SQUAMOUS
CELL CANCER OF ORAL MUCOSA USING
CONTINUOUS INFUSION THERAPY WITH
PLATIDIAM AND 5-FLUOROURACIL

Research Institute of Clinical Oncology

Over the last years there is experience in treatment
for squamous cell cancer of oral mucosa with a combi-
nation of platinum complexes (platidiam) and S-fluor-
ouracil as continuous intravenous infusion of platidiam
100 mg/m?/d over 5 h on day 1 and S-fluorouracil




B l-id ACHE B TCUCHUE S u u 5-¢propypauua mo 750—
1000 mr/m%/ cyt 1—5-i1 gum B BuMae nenpepwiBHO# 100-
4acoBoi MHpy3uM.

OddexruBHOCTL 3TOM CXeMBI cocraBmaa ot 13 go 40
MOJTHOM KJIMHUYECKOU perpeccun u or 60 no 909, — uac-
tuuroi [1, 2, 4]. Ucnonesyercsa, kak npasuiao, 2—
3 kypca neueHus.

OnHako 6OJBIIMHCTBO PAaGOT MOCBSIMEHO U3YUYEHHIO XH-
MHOTEPAaNeBTHYECKUX aCIEeKToB npobaemul. Mmerorcs
EIUHUYHBbIE COOOIEHNS 0 KOMOMHAIIMYN DAHHOrO BMAA Jie-
UYEHHS C JIYYEBBIM METOAOM M YKA3aHUEM HA BO3MOXHOCTH
2-netHero uaneuenus y 60% 6Gompubix [3]. ITo maHHBIM
JUTEPaTyphl [S], MpH I'MCTOJIOrMYECKOM WCCICIOBAHUH
yAaNeHHbIX TKaHeH nocie 1—3 KypcoB uHMY3HOHHOM Xn-
MuoTrepanun Ge3 nyuesoit Tepanuu y 5 uz 16 GombHBIX
JJIEMEHTOB ONYXO/IM He OOHAPYXEHO.

B maHHoI#1 pabore mpencTaBaeH KAMHMYECKUI MaTepHant
¢ nosunuu aucdcdepeHINPOBAHHOIO MOAXOAd K TAKTHKE
JIEYCHHSI MECTHO-PACIPOCTPAHEHHOTO IIOCKOKJIETOUHOTO
paKa pasIMYHBIX AHATOMMYECKUX 00/IACTER MOJIOCTH PTA C
HCIO/Ib30BAHMEM XMMHOTEPANMH ILIATUIAAMOM 1 5-cbTop-
ypamuioM. MakcuManbHOE KOJHMUECTBO KYPCOB JIEUEHHS
HE NPEBBIAJO OIBYX, UCXOAS M3 NMOCTABJAEHHOM BHIIIE 3a-
N3y MO OIpPEJEe/IEHHI0 MECTA JAHHOTO BUA XMMHMOTEpA-
MY B KOMOMHHUPOBAHHOM M KOMILICKCHOM JICUCHHH.

JmmTenpHas BHYTPMBEHHAS MH(PY3IHOHHAS XMMHOTEpA-
Ousi NJAaTHAMAMOM ¥ S-(TOpypauuiaoM NpoBEAcHa
85 6O/IBHBIM C MECTHO-PACIIPOCTPAHEHHBIM TUIOCKOK/JIETOY-
HEIM DaKOM CJHM3MCTO OOOJIOUKHM TOJIOCTH PTa W POTOTr-
gorku III—IV cragun. Ucnonpszosasncs caemyromuii pe-
xum: miaruguaM mo 100 mr/M* BHyTpuBeHHO B 1-if n€HD
OMHOKPATHO H3 (hOHE rumepruapaTauuv u S-¢ropypaun
no 1000 Mr/mM“/cyt ¢ 1-ro mo 5-i neHb B BHAE HENPEPHIB-
Hoit 100-uacoeoit mudysuu. MHTEpBaNn Mexay Kypcamu
cocrasua 2,5—3 uen.

Br1I6Op TAKTHKM JIEUEHUS MOCIE NPEAMECTBYIOMENR XHU-
MHOTEPANAK OCHOBBIBAJICS HA MOKA3AHUAX K PAMEHEHHUIO
JIY4EBOH TEpanuy WIN XWPYPrudecKHX BMEIIATEIbCTB HA
Il srane neuennd. B namem wuccnemobanmu akTopoM,
ONpEAEAOINM AAJbHEHIIYID TAKTHKY JIEYCHUS IIOCTE
KOMOMHMPOBAHHOM XHMMOTEPAIMH, SBUJIACh CTEIEHb pe-
rpeccuu onyxo.H. ITpoBefeHHBIN aHaIn3 Pe3yIbTATOB Jie-
uyeHnst 85 OOJIBHBIX, MOJYYMBLIIMX AJHUTEABHYIO BHYTPH-
BEHHYIO MH(DYSHOHHYIO XMMHOTEPANNIO Ha | 3Tane, moka-
3an, 4ro mocae 1-ro  kypca  xuMuoTepanum  y
42 (51%,) GOJIBHBIX C BHIPAXEHHBIM JIeUeOHEIM dPdEKTOM
2-i Kypc KOMOMHMPOBAHHOW XHMHOTEPANMM TOATBEPIAI
pesysabTaT 1-ro mosHo# perpeccucii y 9 (11%) u yactuu-
HOH ¥ 34 (40%) uenosek. ¥ ocrambunix 42 (49%) Gons-
HBIX, Yy KOTOpPHIX OTCyTCTBOBaj 3(dext nmocne 1-ro Kypca
XHMHOTEPAIMHM, NPOBEACHHE 2-TO Kypca ObuIo Takxe 6e3-
pesynbratabiM.  CrabuiamMsanmsi mpouecca OTMEuYeHa y
37 uenoBek, mporpeccupoBaHue — y 3.

Taxum 00pa3oM, HA OCHOBAHMH JAHHOTO (PparMeHTa WMcc-
JIENOBaHus OBUIO YCTAHOBJICHO, YTO MPH OTCYTCTBHH 3bceK-
Ta mocae 1-ro Kypca KOMOMHHPOBAHHOM XMMMOTEpANMH
NPOAOIKEHHE e OeCepCeKTUBHO, B TO BPEMSI KaK perpec-
cud omyxosm Gosee uem Ha 50%, mocne 1-ro Kypea sBsercs
[IOBOZOM /151 IPOBEACHNUS 2-TO KypPCa XHMUOTEPAITIH.

[lokaszanws K JIy4eBOMY WIM XHDPYPr¥YeCKOMY METOMY
JIEYEHUS TIOCTIE MPEIHECTBYIOMEH XUMHUOTEPAITMY [0 KHBI

750—1000 mg/m2/d days 1—S5 by continuous 100-h
infusion.

Such treatment usually consists of 2—3 cycles and
results in 13—409%, complete and 60—90%, partial re-
sponse [1, 2, 4].

Most papers on this subject mainly consider the
problem in terms of chemotherapy. There are single
reports of combination of this modality and radiother-
apy expected to result in a possible 2-year disease-free
survival of 609 [3]. According to [5] there were no
tumor elements discovered histologically in 5 of 16 pa-
tients undergoing 1—3 cycles of infusion chemother-
apy without radiotherapy.

This report presents clinical data from the stand-
point of differentiated approach to treatment for locally
advanced squamous cell cancer of various anatomical
sites of the oral cavity using chemotherapy with plati-
diam and S5-fluorouracil. As the purpose of our investi-
gation was to evaluate the role of the mentioned che-
motherapy regimen in combined and complex treat-
ment we did not undertake more than two cycles of
chemotherapy.

Continuous intravenous infusion chemotherapy with
platidiam and S5-fluorouracil was given to 85 patients
with locally advanced squamous cell cancer of oral mu-
cosa and stage III—IV oropharyngeal cancer. The fol-
lowing schedule was used: platidiam 100 mg/m” in-
travenously once on day_l with hyperhydration and 5-
fluorouracil 1000 mg/m?2/d over days 1—5 as a con-
tinuous 100-h infusion. The intercycle interval was
2.5—3 weeks.

Treatment following chemotherapy was chosen bas-
ing on indications to radiotherapy or surgery at the
second stage of treatment. In our study we used tumor
response as criterion determining further treatment. Of
the 85 patients receiving chemotherapy there
were 42 (51%) responders after cycle 1. Cycle 2 che-
motherapy in these patients resulted in 9 (11%) com-
plete and 34 (409,) partial responses. While the 42 (49%,)
non-responders to cycle | chemotherapy failed to respond
to cycle 2 either. 37 patients showed stable and 5 —
progressive disease.

Thus, we have found out that there is no use in con-
tinuing chemotherapy in cases of no response to cyc-
le 1, while a more than 509, tumor response to cyc-
le 1 chemotherapy is indication to undertaking cyc-
le 2 chemotherapy.

The choice of radiotherapy or surgery to be per-
formed after chemotherapy should be made basing on
results of one or two cycles of continuous intravenous
infusion chemotherapy.

Stage 2 chemoradiotherapy was continued in 68 pa-
tients. Radiotherapy at 34—40 Gy resulted in com-
plete or partial (more than 759%) tumor response
in 36 patients, all of whom also responded to previous
chemotherapy. The rest 32 patients showed no re-
sponse to radiotherapy. These patients belonged to the
group of 39 non-responders to cycle 1 and 2 che-
motherapy.

The 36 responders received further radical
radiotherapy upto a total tumor dose of 60—65 Gy. All




OTPEAENSITBCI PE3YyJbTATAMM OJHOrO WJIM ABYX KYypPCOB
IJIATENBHON BHYTPUBCHHOM WH()Y3MOHHOH XHMHOTEpa-
1107070

Ha II stane xuMHOIydYeBOE JIEUEHUE MPOXOIKEHO
68 GonbueIM. [Tocte oueHKH 3hEHEKTUBHOCTH JTYUYEBOi TE-
panun B nosc 34—40 I'p BeipaxxeHHBIH 3¢deKT B BHAEC
MOJIHOM M YacTMYHOM perpeccum (Oosee 759, ) Obla OTME-
yeH y 36 GoMbHBIX, IPHUEM Y BCEX 3THX OOJBHBIX aHAJO-
ruyHbIH 5deKT OB 3apErUCTPUPOBAH M TOC/AE MPEALIE-
CTBYIOIICH XMMHOTEPANMU. Y OCTaJdbHBIX 32 MAICHTOB
atdekTa OT MpoBENEHHOro Kypca JydyeBOil Tepanuu He
Gbu10. Bee oTu GosbHbie Bouwtd B rpynmy u3 39 uenosexk,
Y KOTOPHIX OTCYTCTBOBAJa PEerpeccus onmyxoJsu mocae 1-ro
# 2-TO KyPCOB XUMHOTEPATIHH.

Ipynne GoabHbX M3 36 YENOBEK C BBIPAXEHHBIM JiE-
ueOHEM 3¢ dexToM Obia MPOJOKEHA JIyueBas TEpanms
Nno paAMKaJbHON MporpamMMme 40 CyMMAapHON OYaroBOod [O-
361 60—65 I'p. Y Bcex 3aperncTpupoBaHa NOJHAS KJIMHH-
yeckaa perpeccus onyxoiu. Y 32 G0/IbHbIX, YUNTHIBAS OT-
cyrcTBHe 3¢hdeKrTa OT MpeRmEeCTBYIOWER XUMIOTEPATTHN 1
OOHOIO Kypca JIYUeBO#M TEpamuu, MpoBeAcHue 2-ro Kypca
OUCTAHIMOHHOM ramMma-tepanum ObLIO Heuenecoobpas-
HEIM. 22 GOJMBHEIM M3 3TOW IPYMIbl BBUAY OnepabesbHO-
CTH MEPBHYHONO OMyXOJIEBOTO OYAra GBUIM TIPENIOKEHb
onepauun. OgHako 5 GOMBHBIX OTKA3aJMCh OT JAJIBHEM-
mero JieueHus, a 3 — or omepaumn. MM npegnoxena
NaJIMATUBHAA JIydeBas tepanud. 11 GoabHEIM BBUAY pac-
TIPOCTPAHEHHOCTH Iponecca Oblid TAKXKE MPENIOXEHA JIy-
yepasd Tepanus C NA/UIMATHBHON LENbI0, 3dexTa or Ko-
TOpOil HE OBUIO 3aPETUCTPUPOBAHO.

AHann3 AaHHBIX [OKA3BIBAET, YTO HET HEOOXOAMMOCTH
TIPOBEACHHUS JIyUeBO¥M TEPAIMM IIpU OTCYyTCTBHM dPhexTa OT
TIPEUIECTBYIOIIEN XUMHMOTEPAIIMM M LeJecoo0paseH BrIbop
ApPYTOil TAKTHUKH JICUEHUS, MUHYS 3Tall Jy4eBOM Tepanuu.

TakuM obpa3zoM, yMeHbIIEHNE OMyxoiu Gojiee ueM Ha
509, nocne npexmecTByOuIed KOMOMHUPOBAHHON XMMHO-
TEpanuM M OXHOTO KypCa JIyUeBOM TEPANINM SBJISETCH MO-
Ka3aHUEM K MPOXO/IKCHMIO KOHCEPBATHBHOM TEpANUM MO
pagukaneHOM nporpamme. [Ipm monsom orcyrcTBum -
(hexra uam nporpeccMpoBaHMM NOCAE 1-T0 Kypca XMMHO-
TEpPanMu MPOBEACHME 2-r0 KypCca W JyueBoi Tepanuu Gec-
nepcnekTuBHO. T1py HaTMuMK NPU3HAKOB OnepabebHOCTH
npouecca ueaecoodpazHo MPOBEAEHHE KOMOMHMPOBAHHBIX
onepauMil WM WAASIUX BMELIATEILCTS.

Takoit gudbepeHINPOBAHHBIA MOXXOA MO3BOJMI BHITION-
HHUTh PANMKAIBHBIE 110 00bEMY Orepaudu y 14 uesnosek, TeM
CaMBIM COKPATHB CPOKM JeueHud. VCKIouus mpenonepaiy-
OHHYIO JIYYEBYIO TEPAIHIO NPH OTPHIATEIBLHBIX PE3yIbTATaX
XUMUOTEPAnuY 1 BHIMOHUB Ha 1 orane omepanum, mMbl non-
UMM 2-7IeTHIOW GE3PEUMANBHYIO BHIXMBAEMOCTh ¥ 4 00JIb-
HBIX, a ¥ 9 u3 10 B cpoku or 4 Mec 70 2 JIeT, B TO BpeMs KaK
IOpH HCTIONB30BAHUM KOMILICKCHOIO JICUEHHS (XMMHOTEpa-
nusHIyucBas Tepanus-tonepanus; 19 GoabHBIX) B Cayyae He-
3hEKTUBHOCTH KOHCEPBATHBHBIX STATIOB [BA IOfa XMBE 6e3
PELUAMBOB M METACTa30B TOJBKO 3 U3 6 onepupoBaHHBIX GO-
Jiee 2 JIeT Hasan. Y OCTaJbHBIX BO3HMK/Y PELUAUBH B O1m-
Kaimue Cpoku mocie onepauuu, ¥ 3 w3 7 GonbHBIX MPH
Cpokax HaOIOHCHWS 0 rofd OTMEUEHO MPOJOIXKEHUE po-
CTa ONYyXOJM. YKA3aHHBIC AAHHBIE CBHAETEJIbCTBYIOT B
HOJIb3y NPUMEHEHUS XUPYPrUYECKOro BMEIIATEIbCTBA Ha
II s7ane mpu OTCYTCTBMM MJIM HE3HAUNTEIBHOM PETPECCHHU

of them showed complete clinical tumor regression.
Due to no response to previous chemotherapy and one
cycle of radiotherapy it was considered unreasonable
to give cycle 2 distant gamma-therapy to the 32 non-
responders. In 22 patients of this group the primary
tumor was found operable and surgery was proposed.
5 of the patients refused of further treatment and 3 re-
fused of surgery. They received palliative radiother-
apy. 11 patients with advanced disease were given pal-
liative radiotherapy which was ineffective.

This stage of the investigation has shown that there
is no use in radiotherapy of non-responders to previous
chemotherapy and another treatment modality should
be preferred.

Thus, a more than 50% tumor regression as a result
of previous combined chemotherapy and one cycle of
radiotherapy is indication for continuation of conserva-
tive therapy by a radical schedule. Cycle 2 chemother-
apy or radiotherapy are ineffective in cases of no re-
sponse or progressive disease after cycle 1 chemother-
apy. Combined or preserving surgery is recommended
in cases of operable disease.

This differentiated approach allowed radical
surgery to be performed in 14 patients. By excluding
preoperative radiotherapy of non-responders to che-
motherapy and performing surgery at stage 2 of the
treatment we achieved 2-year disease-free survival
in 4 cases, and 9 of 10 patients survived disease-free
for 4 months to 2 years, while complex treatment
(chemotherapy + radiotherapy + surgery, 19 cases) of
non-responders to conservative modalities resulted
in 2-year disease-free survival of 3 of 6 patients oper-
ated on only. The rest of the patients relapsed at
short terms following surgery. 3 of 7 patients showed
progressive disease within 1 year follow-up. These
data are in support of surgery of non or low respon-
ders to previous chemotherapy at the second stage of
treatment.

Extent of surgery of the 14 patients operated on fol-
lowing chemotherapy was determined by tumor regres-
sion and its clinical manifestations. In cases of exo-
phytic ulcerous tumor less than 2 cm and no bone de-
struction the surgery consisted of organ-salvage
cryodestruction of tumor residuals in 3 and buccal mu-
cosa excision within a 2—3 cm margin of normal tissue
in 1 patients. The rest 10 patients with gross tumors
and destruction of alveolar processes, involvement of
two or more anatomical sites underwent combined
surgery. One patient developed inoperable metastasis
on the opposite side.

Thus, results of stage 1 chemotherapy for squamous
cell cancer of oral mucosa were the basis for further
chemoradiotherapy or combined treatment. This ap-
proach led to exclusion or unreasonable preoperative
radiotherapy, reduction in time of treatment and ex-
penses. Results of palliative chemoradiotherapy of the
above-mentioned 14 patients undergoing radical ir-
radiation were as follows. Subjective effect as amelior-
ation of general status, relief of local pain and reduc-
tion of infiltration of surrounding tissue was achieved
in 13 cases. No tumor reduction was observed in any
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[AByxjernue pe3yJbTaTbl XMMHOTYyYEBOT0, KOMOMHHPOBAHHOIO M KOMILIEKCHOTO METO/IOB JIEYEHHUsl TLIOCKOKJIETOUHOrO PaKa CJAM3HCTOH 0GOJIOUKH
MOJIOCTH PTa ¢ UCHIOJIb3OBAHNEM MH(YIMOHHOM XMMHOTEPANMHU [LIATHANAMOM U S-(TOPYpaLUIOM
Two-year results of chemoradiotherapy, combined and complex treatment for squamous cell cancer of the oral mucosa using infusion

chemotherapy with platidiam and 5-fluorouracil

Bup neuenus Hucno 6onbHbIX, NEeYEHHbIX N3 Hux xuneyT be3
bonee 2 net Hazag PeUngnBOB U MeTacTasos
Xumunonyyeroe 33 17
Chemoradiotherapy
KomnnekcHoe 6 3
(xvmuoTepanua+nyuesas
Tepanusi+onepaims)
Complex
(chemotherapy + radiotherapy + surgery)
KombunuposarHoe 4 4
(xumunoTepanua+onepauns)
Combined (chemotherapy + surgery)
Xupypruyeckoe nevexue 8 7
pPeuManBoOB Nocne XMMMONy4yeBoro
neveHus
Surgery for disease recurrence after
chemoradiotherapy
Becero.. 51 31 (60%)
Total.
Treament modality No. of cases Of them alive diseases-free

ONYX0JIM IOC/IE MPERAIIECTBYIOMEN XMMHOTEPAIIMH,

B rpynmne GombHbix (14 4enoBek), KOTOPBIX ONEPUPOBAIN
MOC/AE TIPEAMICCTBYIOMIEH XMMHOTEPAIuY, 00beM Omepanuy
ONPENEIICH CTENEHBIO PErPECCHH OMYXOIU M €€ KJINHNUE-
CKMMU IPOSBICHUSIMU. Tak, y 3 NaIMEHTOB NpH pa3Mepax
TIEPBUYHOM omyxoym He Gosee 2 cM, 9K30(DMTHOM M S3BEH-
HO#1 ¢hopMax pocra 6e3 AeCTPYKIMHM KOCTER GBI BHIOIHE-
HBl OPraHOCOXPAHSIOHIME BMEIIATEIBCTBA, 3AKII0UAIOIIUECS
B KPHOICCTPYKIIMH OCTATOUHKIX OMyXojei y 3 6OabHBIX M
HCCEYEHMHN CJIM3UCTOM 000JIOUKM LMIEKM B mpeaenax 2—3 cM
370poBHIX TKaHed y 1 uenoBexa. Y ocransueix 10 60bHBIX,
MMEIOMMX GONbIINE pa3Mephbl OMYXOJU C KOCTHOM AECTPYK-
LMENA albBEISIPHBIX OTPOCTKOB, MOPAKEHHUE NABYX WM Oosee
AHATOMMUYECKHMX OOJACTEH, BHINOJHEHB KOMOMHUPOBAHHBIC
onepauu. Y 1 GonbHOM peaym3oBascs HeonepabebHbIA Me-
TacTa3 Ha MPOTHBOIIOIOXHOM CTOPOHE.

TakuM 06pa3oM, HCIOAB3OBAHME XHMMHOTEPANMH HA
I srane cucHUS MWIOCKOKJETOYHOrO paka CIM3UCTON 060-
JIOUKM MOJIOCTH Pra MO3BOJWIO Pa3paboTaTh MOKA3aHHS K
NPOBENEHHUIO XMMUOIYUYEBOIO U KOMOMHMPOBAHHOIO JICUC-
HHMS M BHIPa0OTaTH ONPENEAEHHYIO TaKTHKY JICUCHHsS. B
CBOIO OUYEPEAIb, STO TPUBEJIO HE TOJMBKO K YCTPAHEHHMIO HEOII-
PaBIAHHOM MpeonepauyvoHHON Jy4eBOM Tepanuu, HO M K
COKPAIUEHHIO CPOKOB JIEYEHUS] U JKOHOMHUYECKHX 3aTpPar.

PeayabraThl Ha/UTMATHBHOTO XMMMOJYYEBOTO JICUEHUS
YKa3aHHBIX BhIlE 14 60abHBIX, KOTOPHIM OOTyueHHE TIPO-
BEIECHO 10 PAJMKAJbHOH HPOrpaMMe, CBHUACTEIbCTBYIOT O
TOM, YTO B NpoIEcCce JiedeHus y 13 u3 Hux Obut JOCTUTHYT
TOJBKO CyObekTHBHBINA ddexT B Buae yayunenus obme-
ro COCTOSIHMSI, YMEHBIIEHUS JIOKAJIBHEIX 6osei ¥ nadMmIb-
TPaUMM OKPYXalOWMX TKaHei. Pasmepsl omyxonu mnpu
9TOM OCTaBaMMCh NMpexXHUMH. [locje OKOHYAHUS XUMHUO-
JIYUCBOTO JIEYEHHS y BCEX ITUX OOMbHBbIX B Gikaiiume cpo-
ki OBUT OTMEUCH MPOROJIKEHHBIA poct omyxomn. Jlmms y
1 BobHOrO 9hhexT MOXHO GbUTO OUEHHTH Kak S0, perpec-
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of them. All the patients developed progressive disease
soon after the chemoradiotherapy was completed.
In 1 patient only the response might be evaluated
as 50%, but the tumor continued to grow 2 months
following treatment.

Treatment for recurring squamous cell cancer of oral
mucosa after ineffective conservative treatment or de-
velopment of tumor resistance should be surgery.
Cryosurgery may be performed for small recurring tu-
mors (upto 2 cm), in all other cases combined surgery
is recommended. This statement is confirmed by re-
sults of our study.

Four of 15 patients relapsing after or not responding
to chemoradiotherapy underwent surgery due to oper-
able disease. In 2 cases of recurrent cancer of the
tongue movable fragment and a regional metastasis of
oral fundus mucosa the surgery consisted of cryode-
struction of the recurrent tumor and fasciothecal exci-
sion of the neck cellular tissue, respectively. In the
rest 9 patients with disease recurrence in the tongue
movable fragment (2) and root (1), mucosa of the oral
fundus (1) and maxillary sinus (1), retromolar re-
gion (3) the surgery was combined and consisted of
one-step excision of two and more anatomical frag-
ments of the oral cavity or orofarynx and reconstruc-
tive surgery with musculocutaneous flaps.

Seven of 8 patients operated on for cancer recur-
rence after chemoradiotherapy with platidiam and 5-
fluorouracil are alive disease-free for more
than 2 years, 1 patient died from disease progression.

Of note is ineffectiveness of the chemoradiothera-
peutic modality under study for cancer of the retromo-
lar region in all 4 cases with this tumor site. 2 of the
patients underweent surgery following a complete
and 1 following a preoperative course of radiotherapy.




CMM ONYXOJMH, OJHAKO pPOCT €€ BO30OHOBWICS CIYCTS
2 mec.

Jleyenne peUUAMBOB IUIOCKOKJIETOYHOTO PAaKa CAM3HCTON
000JI0UKH MOJIOCTH PTA [OC/IE KOHCEPBATHBHOMN TEpanmyy 1pH
ee HeaEeXTHBHOCTH WIX PAa3BATHM PE3MCTEHTHOCTH OITy-
XOJH JOJDKHO OBITh xMpypriyeckuM. [1pn HeOopmnx pas-
Mepax penMIMBHBIX OMyXOoici (I0 2 CM) MOXHO MCIIONB30-
BaTh KPMOTEHHbIA METON, BO BCEX OPYTMX CIydasx MokKasa-
Hbl KOMOMHHDOBAHHBIE ONEPALMH. JTO NOJOXEHHE ITOX-
TBEPXIAETCS MATEPUAIAMH JAHHOTO MCCJICHOBAHHUS.

Tak, y 4 n3 15 GosbHBIX ¢ pELMAMBAMU ¥ HEW3JICUCHHBI-
MM NOCJIE XMMHOJIYUYEBOIO JICUCHUS OITyXOIIMHU BBHIY OIle-
paBesbHOCTH Tporecca ObLIM MPOM3BENEHBI PA3JIMYHbIE TIO
obbeMy omeparum. Y 2 U3 HUX IO TOBOAY PELIMAMBA paKa
MOABMXKHOM YACTM 93HIKA M PEAM30BAHHOIO PETMOHAPHOTO
METACTA3a PaKa CAM3UCTON 0DOSOUKM AHA TONOCTH PTa Obi-
JI¥ BBHIMOJHEHH KPUONECTPYKIHS DPELMIANBHON OMyXOMH M
dacuuansHO-QyT/IIpHOE MCCEYEHHUE KJIETUATKH WIEM COOT-
BETCTBEHHO. Y OCTaJbHBIX 9 IO moBOAY pelvanBa paxa Io-
IBIDKHO# yacTd (2) u kopHs a3uka (1), cmmaucToi obosou-
Ku aHa mojoctu pra (1) m BepxHeuesroctHOM masyxu (1),
perpoMosisipHOi o61acTH (3) GbUTH BHINOIHEHBI KOMOMHHPO-
BaHHBIE ONEPALMM, KOTOPHIEC 3aKMIOUYAINCh B HCCEUCHHM
aByx M Gojiee aHATOMAYECKUX 00J1acTEl MOJMIOCTH PTa U po-
TOIOTKH OJHOMOMEHTHEIM NPOBENCHUEM PEKOHCTPYKTHB-
HBIX ONepauui, T.€. Bo3MeIeHueM aecdekra TKkaHey KoXHo-
MBIIEYHBIM JIOCKYTOM.

N3 8 60abHBIX, ONEPUPOBAHHBIX IO TIOBOAY PELMIUBOB
paka ToCae XMMHOJIYYEBOIO JEUEHHUS € HMCMOIb30BAHMEM
watuauaMa u S-dropypanmaa B cpoku Gosee 2 JeT Ha-
3a7, 7 4eNOBEK XHMBH 0€3 penMAABOB M METAacTa3os,
1 yMep B pe3y/bTaTE NPOrPeCCHPOBAHNS 3a00IEBAHHS.

Caenyer otMeTuTh HEI(PGECKTUBHOCTD M3YyYAEMOH MeE-
TOAMKM XHMHOJYUYEBOM TEpamMu TPH pake PETPOMOJAp-
Hoit obmacTd y Bcex 4 OGONBHBIX C 9TOM JIOKaaM3auuei
ONyXoJd. 2 U3 HUX ONEPHPOBAHKI IOCJIE MOIHOrO U 1 no-
cJe IPERONEPaMOHHOIO KypCoB JIydeBoil Tepamuu. Poct
omyxosm BO30GHOBWICS y 2 GoapHBIX B OmmKaimme cpo-
KM mocsie onepauuy, 1 6onbpHOM XuB Oe3 peLUIUBOB U Me-
TacTa3o0B OKOJIO TOAA.

BespenMaMBHYO BHIKMBAEMOCTh B TEUCHHWE 2 JIET yAa-
JI0Ch NOTyunTh y 60% GonbHBIX, npuueM Gosee 4eM y no-
JoBUHH U3 HEX (17) 6e3 XUpPypruYecKoro BMEmaTe/ bCTBa
(rabmuua). Ilo gaHHBIM JIATEPATYPHI, STH PE3YJIBTATH HE
npessiraor 40—509.

Taxum 00pa3oM, 3¢heKTHBHOCTS QIMTENBHOR MHDY3IH-
OHHOM XMMHOTEpANHNH ILIATHAHAMOM U S-(TOpYypanuioM
MECTHO-PACIPOCTPAHEHHOTO IUIOCKOKJIETOYHOTO PaKa CJiM-
3UCTOM 000JIOUKHM TTOJI0CTH pra Ha | rame seueHus ciaeny-
eT npu3HaTh (PAKTOPOM, OIPENEIAIOMUM JAJBHEHIIYIO
TAKTHKY JICYCHUS.

Tumor growth continued in 2 patients at short terms
following surgery, 1 patient is alive disease-free for
about a year. .

The table shows a 2-year disease-free survival of
609, with half of the survivors (17) not undergoing
surgery. By reported data this rate does not exceed
40—50%.

Thus, effect of continuous infusion chemotherapy
with platidiam and 5-fluorouracil for locally advanced
squamous cell cancer of the oral mucosa at the first
stage of treatment should be considered a factor deter-
mining further treatment modality.
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