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JlyueBoe Jeuenue GONBHEIX PAKOM CIM3HMCTOH 000104~
KH POTOBOM MOJIOCTH [0 CHX IIOP COXPAHSET OQHO U3 BCAY-
LIMX MECT B KJIMHHYECKoM oHkojoruu. [locmennee mpexne
BCETO OOBSCHSETCS TEM, YTO PAgMALMOHHBIA Je4cOHBI
3¢dexT NOoCTHraeTcs ¢ MUHMMAJIbHBIMHA (DYHKLMOHA/IbHHI-
MM M KOCMETHYCCKUMH HADYIICHHSIMH, YTO 00ECIIECUNBAET
MOJHOLEHHYIO TPYAOBYI M OGLIECTBCHHYIO peabminra-
M0 OOJIBHHIX.

Cpeau 3J0KaQUECTBEHHBIX OIYXOJIEH OpraHOB MOJIOCTH
pra Haubosee YacTO BCTPEYAETCH PakK S3blKa ¥ AHA 1OJIO-
cru pra. o panasiv OHL PAMH, na pgomo atux Joka-
qusaumi npuxogurcs okono 809 ciyuaes. Ilpm oroM
IUIOCKOKJIETOUHBIH paK cocrasager 90% nHoBooOpa3osa-
HHI CIH3KCTOH 06010uKkHM nosoctu pra. HecMorps Ha on-
peseJieHHBE YCIEXH, JOCTUTHYTHIC B JICUCHUH ITOIO 3abo-
JIEBaHMsl, MCCTHHEC PCLUAMBH DAKA BHIABIAIOTCS y 25—
40% G6GOMbHEX, a S-NCTHIS TPOXOJIXHUTEIBHOCTh XHU3HH
NpM MECTHOPACMPOCTPAHEHHBIX OMYXOJSX HE MPCBBILIACT
409,. Heynaum nyueBoil Tepanuu NPEXAE BCEro omnpene-
JISTIOTCS, 10 MHEHMIO paaa aBTopos [1—4 |, HeusaeuyeHHo-
CTBIO TIEPBHYHON OMyXOJIM M PEXE OTAANICHHBIM METACTa-
supoBanueM. Iloatomy OGosbllioe 3HAYEHWUE TPHAACTCS
pa3paGoTKe METONOB TEPANUM, MO3BONSIOWIHX KOOUTBCS
TIOJIHOFO MECTHOIO M3JICUCHHUS OMYyXOJIH Y MAKCHMAJIbHOIO
yucia 6OJ'IBHHX. TTouck HUACT KAK IO MyTH COBEPUICHCTBO-
BAHUA TEXHHYCCKHX CPCACTB 06J1y‘{€HPI$I, MO3BOJIAIOUINX
$opMUpPOBATD PALIMOHANBHEIC HO3HBIE 1O/ B 30HE OMYXO-
JY W TIOTPAHMYHBIX HOPMAJBHEIX TKAHIX, TAK H II0 MyTH
NOMCKA CPEACTB, YCIINBAIOIUX MOBPEXAANOIIEE ACHCTBIEC
HOHHM3HUPYIOIUUX HM3JYUYCHHA B OMYyXOJH M CHHXKAIOIIUX
noaoOubii 2¢p@deKT B HOPMAJbHLIX TKAHAX.

Ipu pemeHMH mepBOil 3aauM BHOBb BO3POC MHTEPEC K
HCCEAOBAHUSAM BO3MOXHOCTM BHYTPUTKAHEBOTO MJIK CO-
YETAHHOroO O0/IyUCHHsl PAKA NOJOCTH PTa, UTO CBS3AHO C
HOBBIMH TEXHHUYECKUMH BO3MOXHOCTSIMH €r0 NPOBCACHHNA,
0ByC/IOBNIEHHBIMM CO3JAHUEM HOBOM aNnapatypbl THIA
"Mukpocenekrpon”. Ilpu BHyTpuTKaHeBOM OOJyuCHHMH
BO3MOXHO (POPMHPOBAHHE NO3HOTO MMOJS B 30HE pOCTA
Oy X0JIM € HaI/I6OJIbIHPIM TpaAUCHTOM MOUIHOCTH A03bl Ha
TpaHUIEC ONNyXOJb — HOpMAJIbHAA TKAHb.,

Pemenne BTOpoOil 3agaud CBI3aHO € M3YUYCHHEM CEJIEK-
THUBHON MOIHU(HKALMHA PAAUOUYBCTBHUTEIBHOCTH HOPMAJb-
HOM ¥ ONyXOJICBOM TKAHEH M MOAECTMPOBAHUCM BPEMEHHO-
TO pacnpefe/IeHUs NOMIOLWCHHOK A03b U3MyYCHHS B HOBO-
o6pasopanuu. JIsist 910 LeHd UCTIONB3YIOT JIOKAIBLHOE Te-
perpeBaHUe OMyXOJH, JIeKTPOHAKLENTOPHBIC TTPENApaThi,
a TAKXe HETPAAMLMOHHBIE PEXUMBI JYUEBOH TEpamuu.

MHorue npobieMBl AAHHLIX MCCIENOBAHUM elle He pe-
IICHB M 06CYXAa0TCsA, MOITOMY Mbl MOAEUMCS COOCTBEH-
HBIM ONLITOM COMETAHHOIO JYUCBOIO JICUEHUS paKa IoJo-
CTH PTa C MCMONB3OBAHMEM HETPAJMLMOHHOIO Kypca ob-
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Radiotherapy is a principal modality of treatment
for cancer of oral mucosa because the radiotherapeutic
curative effect may be achieved with minimal func-
tional and cosmetic damage to provide full working and
social rehabilitation of patients.

Cancers of the tongue and oral fundus are the most
common malignant tumors of the oral cavity. By data
of the CRC RAMS they are about 80% of the cases.
Squamous cell carcinoma is 909 of neoplasms in the
oral mucosa. In spite of the certain progress in treat-
ment for this disease 25 — 409 of the patients de-
velop local relapse, and the 5-year survival in locally
advanced cancer is 40% or less. In the opinion of some
authors [1I — 41} it is mainly insufficient cure of the
primary tumor and, less often, remote metastasizing
that account for the radiotherapy failure. Therefore of
great importance is development of therapeutic meth-
ods providing complete local tumor response in the
maximal number of cases.

The first aim of the research is improvement of tech-
nical means of irradiation that allow rational desigh of
dose fields in the tumor zone and adjacent normal tis-
sues, the other objective is factors enhancing the da-
maging action of ionizing radiation in the tumor and
reducing this effect in normal tissues.

Study of potentials of interstitial and combined ir-
radiation of oral cancer has again drawn attention of
investigators due to development of noval apparatus of
the "Microselectron” class. They allow interstitial ir-
radiation of a dose field in the tumor growth zone with
the largest gradient of dose intensity at the borderline
between the tumor and normal tissue.

The later direction of the research is associated with
selective modification of radiosensitivity of normal and
neoplastic tissues and simulation of temporal distribu-
tion of the cumulative irradiation doses in the tumor.
Local tumor overtheating, electron acceptor drugs, as
well as untraditional radiotherapeutic regimens are
used for this purpose.

There are many unsolved and disputable problems in
this field and we should like to share our experience of
combined radiotherapy for oral cancer by an untraditionl
course of irradiation with use of radiomodifiers (SHF-
hyperthermia and metronidazole).

Materials and Methods. During 1980 — 1988
combined radiotherapy was given at the CRC RAMS to 221 patients
with cancer of mucosa of the tongue movable segment and oral fundus.
We have studied 195 of the cases that had been followed up for §
years and more. The patients’ age ranged from 20 to 70 (60% older
than 50 years of age). The ratio of males to females was 3:1. 98
patients had tumors on the tongue and 97 — on the oral fundus. The
tumors were exophytic in 32%,, endophytic in 33%, and mixed in 359




KIHMHHUYECKHE HCCIEROBAHUSA

JyJyeHHs M paguomonpudukatopos (CBU-runeprepmun u
METPOHHAA30/13) .

Matepwaan u MmeTojbl. BOHLI PAMH c 1980 no 1988 r. co-
YETAHHYIO JIy4EBYIO TEPanuio nofyumn 221 GoabHOM PAKOM CIIM3UCTOM
060/10uKM NOABMXKHOM YACTH 93bIKA M 1HA nosiocTv pra. [Tpoanaananpo-
BaHbI aHHbIE 0 195 6oAbHBIX, KOTOPbIE GbUIM APOCAEKEHB! HA NPOTIKE-
Hum Gonee 5 ner. Ux soaspact xonebanca ot 20 mo 70 ner (60% Gbiam
crapwe 50 net). CooTHOWEHNE MY KUMH W XKeHIMH coctasuao 3:1. Y 98
GosbHBLIX OMYxO0sb pacnonarasach Ha s3bike, Yy 97 — Ha gHE NOJOCTH
pra. ¥ 32%, 6onbhbix Gbuia 3k3odurtHas dopma onyxonm, y 33% — 9H-
nodputHas My 35% — cmewannas. F1A0CKOKAETOUHBINA OPOrOBEBAOLIHIA
pax auarnoctuposadH y 70%, Goabubix, Heoporosesawowmuin — y 30%.
CornacHo MexayHaponto# xnaccudukaumn TNM (1987 r.), I craaus
3abonesanms (TINOMO) Gowia y 15 (8%) Gosbueix, II cragms
(T2NOMO) — y 102 (52%,) m 11l ctagna (T3NO—IMO) — y 78 (40%).
Y 28 (14%,) GonbHbix A0 HAuana JeueHns GbLTH BbISBIEHbI METACTA3bE B
permoHapHbix anMdaTueckmx yanax (N1).

B COOTBETCTBMM C HAMEUYAEMDBIM JieUeHHEM BCE 0OJIbHBIE PAHAOMMIH-
poBauHo Gbuv pasnesieHsl Ha 4 rpynribt.

B 1-10 rpynny Bouwto 50 6osibHbIX, KOTOPLIM GblI NPOBEAEH TPAAMLIN-
OHHbBIM KypC coueTaHHOM nyuesoit tepanun. Ha nepsoM 3tane ocyuect-
BISUTM  MCTAHLIMONHOE y-00syueHue pa3osoit ouarosoi ao3oit 2 I'p,
€XENIHEBHO, § pa3 B Henea1o 10 CyMMapHoi o3t 36—40 I'p, 3aTem no-
cie nepepbiBa 2—3 Hel NPOBOAMJIN BHYTPUTKAHEBOE Y-00ayueHne B 10-
3e 36 I'p ( OCo. MOWHOCTL A03b1 30—65 cI'p/4). Cymmapuas ouarosas
7034 3a 1BA 3Tana JedeHus coctasasaa 74x2 I'p.

BoneHbie 2-# rpynnbt (§3) nOAYHANHM HETPAAMLIMOHHYIO JIYHEBYIO Te-
panuio, KOTOpas HauvHanacb ¢ QUCTAHIIMOHHOMO y-oﬁny\leuml nepsuy-
HOA OnyxOJM pa3oBoA ouarosod posoh 5 I'p, 2 pasa, uepes jeHb
(C UCJIbI0 ACBHUTAJIM3ALUHMKHMO MYXOJEBLIXT KaHemn fliepea BLINOMHEHHUEM
PAAHOXHPYPIMUECKMX MAHUITYAsiL) . 3aT€M NPOBOAMIKM BHYTPUTKAHEBOE
y-06siyuenne no cyMmapHoi ouarosoit aosnt 36 I'p. Tocae nepepuisa B
2 Hea NPOAOJKANM OMCTAHLMOHHOE 00yueHHe NEPBMUHON0 ouara paso-
BOM O4arosoi n030it 4 T'p 2 pasa B HeAe o A0 CyMMapHo# ao3sl 20 I'p.
Cymmapnas ouarosas posa cocrasuna 66 I'p (no 6uoaddekty 72 I'p).

BoabHbiM 3-i rpynnbl (49) 610 BBITIOAHEHO COUETAHHOE JIyuesoe
Jeuenne, nopofHoe 2-i rpynne, HO pononneHHoe aokanshon CBY-ru-
neprepmuen. Ileperpesanne nepsruHON ONyX0JM NPOBOAMIN HENOCPEN-
CTBEHHO nepea Kaxaoh dpakumei AMCTaHLMOHHOMO (KpoMe nepsoin) u
HAuanOM BHYTPUTKAHEBOMO obsyuenns (6 ceancos). s 3T0r0 MCnosb-
30BaNM 3JEKTPOMATHHTHOE MANYUEHHE C YacTOTOI Konebanmis 460 muau
915 My, redHepupyeMbix OTEUeCTBEHHLIMM annapatamu tana “"Sxra”.
Temneparypy Ha noBepXHOCTH OMYXOJAM M Y €€ OCHOBAHUS NOANEPKHBA-
M Ha yposHe 42,5—43°C B Teuerine 45—60 muu.

BonbhbiM 4-#1 rpynnb (43) nposeneno Takoe Xe NeueHne, Kax u 3-i,
TOJILKO 32 3 U 10 KAXKAON0 CEAHCA AMCTAHLMOHHOMO 00ayuenns Goannomy
4yepes poT, HaTOWAK, Aasajan merponmnaason. Ilepen nepsoit dpakumein
a03a npenapara kosiebanacs ot 8 10 10 r, a 3aTemM yMeHbIIANACL NPK 110-
caeaywowmMx npuemax 10 S—6 r (nonaranu, YTO NnEperpesaHme ONyxosm
MOXET CNOCOOCTBOBATD YBENMUEHHNIO KOHUEHTPALLMKM NPENapaTa B Onyxo-
am). MakcumanbHag obuas 03a npenapara aocrurana 40 r.

Y scex GonbHbix npoBopMsM 06nyueHME perMoHapHbix JmMaTiive-
CKHMX Y3NOB Hied Pa3oBoM ouaroson no3ovt 2 I'p no cymmaphoin 45—
50 I'p. Oanako BO 2, 3 M 4-F rpynnax ero HAUMHAAM NOCAE OKOHUAHUS
BHYTPUTKAHEBONO 00JyueHus, T.e. ¢ Haua10M nepepoiBa. [lonaranm, uro
BO BpeMmsl BHEAPEHMS DPAZMOAKTMBHLIX MPENapaTos BO3MOXeH "Bbibpoc”
OMyXOJEBLIX KJIETOK B JAMMMbaTHUECKMit KOMIEKTOP, a NO3TOMy Heobxo-
Mo Obuio coxpanenne GapbepHoit GyHKUMK pernoHaphbix ammdaTu-
YECKUX Y3NoB.

TIpy KAMHHUECKM ONpeaensBIIMXCS METAcTa3ax, Nocie MINeHeHUs
NEPBUUYHON ONYXOJIH, OCYUIECTBAAM AONOAHUTENLHOE XMUPYPruueckoe
yaanenme JMMGpaTUUECKMX y3O0B LeH.

AHanna oCHOBHBIX NPOrHOCTHYMECKUX dakTopos (ros, BO3IPACT, JNOKa-
JM3aumns, paaMep M Gopma pocta ONyxoJM, HajJMune METacTalos B JIUM-
daruueckMX y3nax) nokasas, 4to OHM OJJMHAKOBO HACTO BCTPEHANUCH BO
scex 4 rpynnax Gosbubix. Tobko B 4-i rpynne 0kasanoch A0CTOBEPHO
Gonbwe GonbHbix ¢ omyxonbio T3 (24+6, 28+6,1, 37+6,9 u 77£6,4%,
COOTBETCTBEHHO) .

PesyabTaTl MU o0OGcyxaenue. Henocpencr-
BEHHHE PE3yJbTATH JIEUCHHUS OLCHUBAJIN TI0 YACTOTE MOJI-
HBIX perpeccuii mepsuuHoi onyxoau (taba. 1). [pu otom,
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of the cases. Squamous cell keratogenous carcinoma was diagnosed in
70% , non-keratogenous carcinoma in 30%, of the cases. According to
the international TNM system (1987) the cases were classified as
follows: 15 (8%) stage I (TINOMOQ), 78 (409,) stage IIl (T3NO —
1MO) cases. Regional lymph node metastases (N1) were detected prior
to treatment in 28 (149,) cases.

In accordamce with the treatment design all the patients were ran-
domized into 4 groups.

Group | was composed of 50 patients receiving traditional
radiotherapy. The initial stage consisted of distant y-irradiation at a
single dose 2 Gy daily 5 times a week upto a cumulative dose 36 —
40 Gy to be follé)dwed at a 2 — 3-week interval by interstitial y-irradi-
ation, 36 Gy (" Co at 30 — 65 cGy/h). The total tumor dose re-
ceived during the two stages of treatment was 7412 Gy.

Patients of group 2 (53) were given untraditional radiotherapy
started with distant y-irradiation of the primary tumor at a single
tumor dose 5 Gy 2 times every second day (to provide devitalization
of tumor tissue before surgery) to be followed by interstitial y-irradia-
tion upto a cumulative tumor dose of 36 Gy. After a 2-week interval
the treatment was continued as distant irradiation of the primary tumor
at a single dose 4 Gy 2 times a week to reach total dose of 20 Gy. The
overall tumor dose was 66 Gy (72 Gy by bioeffect).

Patients of group 3 (49) received combined radiotherapy similar to
that in group 2 supplemented with local SHF-hyperthermia. Primary
tumor overtheating was undertaken immediately before each fraction
(except the first) of distant and initiation of interstitial irradiation (6
performances). The overheating was carried out with electromagnetic
radiation of 460 or 915 mHz generated by a domestic apparatus of the
Yahta type. Temperature of 42.5 — 43°C was maintained for 45-60
min at the tumor surface and base.

Patients of group 4 (43) were given the same treatment as in group
3 supplemented with oral administration of metromidazole on an empty
stomach 3 h before each distant irradiation. The first drug dose was
ranging within 8 — 10 g to be reduced in the following administra-
tions to 5 — 6 g (tumor overheating was supposed to contribute to
elevation of the drug concentration in the tumor). The maximal total
drug dose was 40 g.

All the patients received radiotherapy to cervical lymph nodes at a
single tumor dose of 2 Gy to a total of 45 — 50 Gy. In groups 2, 3,
and 4 the treatment was undertaken after the interstitial irradiation,
i.e. with the beginning of the interval. We expected release of tumor
cells to the lymph collector during administration of radioactive drugs,
which required the barrier function of regional lymph nodes to be
preserved.

In cases with clinicaly detected metastases we performed surgery
for cervical lymph node metastases after the primary tumor was de-
stroyed.

Main prognostic factors (patients’ age and sex, tumor size, site and
growth form, presence of lymph node metastases) were equally fre-
quent in all the patients. Though there were significantly more
stage T3 cases in group 4 (2416; 28+6.1, 374+6.9 and 77+6.4%,,
respectively).

Results and Discussion. The immedi-
ate treatment results were evaluated by the rate of com-
plete response of the primary tumor (table 1). Besides
the routine visual and palpatory evaluation we carried
out cytological and morphological study of samples
taken from the zone of the removed or residual tumor.
The patients were examined 3 — 4 weeks after treat-
ment, then every 3 mo during the first year and further
every 6 or 12 mo. The statictical analysis of the results
obtained was performed according to Student’s t-test.

Study of the complete tumor response depending
upon the tumor site showed that the lesions in the
tongue region and on the oral fundus were equally fre-
quent (86+3.5 and 93+2.69,, respectively); (p > 0.05).
This circumstance allowed us to consider these tumors
jointly when evaluating immediate results of treatment.
Table 1 shows that the rate of complete local response
was higher in patients receiving untraditional com-
bined radiotherapy both independently and with ad-
ministration of radiomodifiers.
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Ta6banua 1 Table 1
YacTOTa NOJHBIX PErpeccHil NEPRKYNOT0 Paka MOJOCTH PTa B 3aBUCHMOCTH OT METOAA TEPANHMH i Pa3MEPOB NEPBUYHOA ONMYXOAH
Rate of complete response in primary oral cancer versus therapeutic regimens and primary tumor size
YacToTta nonHbix perpeccuin, %
Fpynna bonbHbIX Uroro
pa3mep onyxonu, cM
1,5 -2 21-4 = 41
1-8 100 79+7,5 50+14,4 76+6
2p - < 0,001 > 0,05, < 0,001
- 100
pu 10C 97_1_2.6 7§%%g 92i3'3
35 — 100 95,46 98219
4-9 — 100 92+4,6 94+35
1.5-2 21-4 = 41
Patients’ group Total
tumor size, cm
Percentage of complete response

* p < 0,001 mexny 1-i u 3-i rpynnoi.
*
p < 0,001 between groups 1 and 3.

KpOMe OOBIYMHOTO BU3YA/IBHOTO M NAIbIIATOPHOIO MCC/ICAO-
BaHHs, TIPOBOIWIM LMTOJOrHYECKoe WM Mopdonornye-
CKOE M3yuYcHHE MaTepuasna, TMOSYUYEHHOro M3 30HH ObiB-
el WAM OCTAaTOYHOM onmyxoau. BosbHmX obcaenoBanu
uepes 3—4 Hen, 3aTeM B TeueHue 1-ro ropa HabaoneHHs
Kaxawe 3 Mec ¥ mosgHee uepe3 xaxasie 6 win 12 mec.
CraTHCTHUECKYKO 00paGOTKY MOMyYEHHBIX pE3Y/bTATOB
NPOBOJMM € HCNIONb30BaHMEM KpuTepueB CroioneHTa.

AHanN3 AAHHBX O BJAMSIHUM HA YACTOTY MOJHBIX pe-
30pOLMil OMYXO/IH ee JIOKAJM3AIMM 10Ka3aJ, YTO OHH Ha-
6mogaance OMMHAKOBO YACTO KaK INPH PACHOJOXEHHHM B
06aacTH 93biKa, TAK M B 30HE AHa noJjocty pra (86%3,5 u
93+2,6% coorsercreenno; p > 0,05). Oto nossonnsio
HaM OOBEOMHHMTH B rpynnax ole JIOKaJM3auMH paka aJst
H3yYEHHS HEMOCPEACTBEHHBIX PE3y/abTaTOB seueHud. U3
taba. 1 BHOHO, YTO TIOJIHOE MECTHOEC M3JICYCHHUE OMYXOJIH
3HAYMAMO YallE BCTPEUANOoCh y GObHBIX, NONYUMBIIMX HE-
TPAAMIHOHHOE COYETAHHOE JyUEBOE JICUCHUE KAK B CAMO-
CTOSTEJIbHOM BHJE, TAK M C PATHOMOAN(DUKATOPAMH.

Ilanee MOXHO OTMETHTb, UTO NpPH HOBOOOPA30BAHMAX
paszmepoM 2,1—4 cM M3MEHEHME TOJIbLKO pexuma obayue-
HUg (2-9 Ipynna) NPUBEIO K MOBLILEHHIO d(HEKTHBHO-
CTH JIy4€BOl Tepanuy, a JONOJHUTENLHOE HCTIOIb30BAHME
paauoMoauHUKATOPOB HE 0KA3AJI0 MOJIOXKHUTEIbHONO BJIH-
auansg (3-9 u 4-g rpynnel). OpHako npd pake, pazMcphl
KOTOPOrO IpeBHIMANM 4 CM, Aasd AOCTHXEHHMS TonoGHOro
addexTa HEoOXOAUMO OBLIO HCTIOAB30BATH JIOKAJIbHYIO I'H-
neprepmuto (3-4 rpynma). JlonoaHeHue 3TOro JICYEHUS
HA3HAYCHHEM METPOHMAA30/1a HE CKA3aJoCh HA AAJbHEH-
meM yJy4YUIEHMH Ppe3y/bTaTOB JIydeBOM TEPAannH (4-1
rpynna). OTH JaHHBIE €le Pa3 MOATBEPXKAAKT TEOPETH-
UECKHE W IKCIEPUMEHTA/IbHBIC MPEANOCHLIKH O HeoOXO0nu-
MOCTH MCIOJIb30BABMSE PAAMOMOAN(MUKATOPOB MPH MECT-
HOpPACTIPOCTPAHEHHBIX PaKax, T.€. OMyXOJsX, CONEpXa-
LAX 3HAUYMTENBHOEC UKUCJIO PAAMOPE3NCTEHTHBIX TMIOKCH-
YECKHX KJIETOK.

OTCyTCTBHE MOJOXUTEIBHOTO 3(PdeKTa OT MPUMEHEHHS
ABYX pPaaMOMOAM(HUKATOPOB, TNO-BUAMMOMY, CBSI3aHO C
TEM, UTO MOANDHMIMPOBAHHAS CxeMa 001yueHus B KOMOu-
HALUMH C JIOKAJBbHOM THIIEPTEPMHUCH 0KA3a1ach TAKOH Bbi-
cokoaddexTuBHOM (95—98 9, MONHBIX perpeccui Omyxo-
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In cases with tumors 2.1 — 4 cm in size the change
in the irradiation regimen (group 2) alone increased
the efficacy of radiotherapy while the addition of
radiomodifiers produced no positive effect (groups 3
and 4). In cancer more than 4 cm in size a similar ef-
fect could be achieved only by addation of local hyper-
thermia (group 3). Administration of metronidazole
failed to improve further the effect of the radiotherapy
(group 4). These findings support the theoretical and
experimental motives of radiomodifier employment in
locally advanced cancer, i.e. in tumors with a consider-
able number of radioresistant cells.

Administration of the two radiomodifiers failed to
take effect, seemingly because the modified irradiation
schedule in combination with local hyperthermia was
so efficient (95 — 989 complete response) that
further improvement of the treatment results could
hardly be evaluable in small patients’ groups.

It is evident that the rate of complete response is
also influenced by the use of traditional regiments of
combined radiotherapy notwithstanding the equaly
bioeffective total tumor doses (groups 1 and 2). This
consideration makes us support the opinion that
comparison of effects of various radiotherapeutic
regimens in terms of the time-dose-fraction concept
does not always hold.

The figure shows overall patients’ survival (a) and
the survival respective of the disease stage (b, ¢). The
number of 3-year survivors is significantly greater in
groups 2, 3 and 4 (91+4.1, 94+3.4 and 93+3.9%, re-
spectively) than in group 1 with traditional radiother-
apy (81+7%, p < 0.05). The difference in evaluation of
the 5-year survival is not significant.

The survival of patients with early disease is the
same during the entire follow-up time in all the groups,
while the number of 5-year survivors having stage III
cancer of the oral mucosa is significantly greater after
untraditional radiotherapy (group 2) than after the
common irradiation (group 1). A similar tendency is
observed in patients receiving radiomodifiers (groups 3
and 4) as compared to patients undergoing radiother-
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Otpanennuie pe3ynbTarthl Ne4YeHus 6onbHbIX pPaKom Cnu3ucToun obonouku OpraHoB NOMOCTU PTa B 3aBUCHMMOCTHU OT MeToaa nyqeaoﬁ
Tepanuum.

a — 061Wan NpoAONKUTENLHOCTL XN3HK BoNbHLIX; b — BonbHbix I—I1 cTaguu; ¢ — BonbHeix 1l cTaguu; d — norofoBas BbiXXuUB3IEMOCTb,
1 — 1-a rpynna 6onbHbix; 2 — 2-9 rpynna; 3 — 3-a rpynna; 4 — 4-3 rpynna.
Mo ocu abcumce — roaet Nocne neyveHUs; MO GCU GPAMHAT — BbIXMBAEMOCTb, % .

Follow-up results of treatment for cancer of cral mucosa versus radiotherapy regimens.

a, overall survival; b, survival in stage | — |l disease; c, survival in stage |l disease; d, annual survival.
1, patients’ group 1; 2, patients' group 2; 3, patients' group 3: 4, patients’ group 4.

Numbers on the x axis show years following treatment, numbers on the y axis represent survival.

JIM), YTO JANbHEHIlEe yNyYIICHUE PEe3yJbTATOB JEUCHUS apy alone (groups 1 and 2). Thus, the modified regi-
BpAN /I MOXHO 6bL10_y/JIOBMTH MpH HAGMIONCHMHK 32 He- mens of combined radiotherapy lead to a significant in-
GonbiumMH rpynnamMu GOJIbHbBIX. . crease in the S-year survival of patients with stage 111
llaﬂee, O‘ICBH{[HO, HYTO HA 4YacCTOTY HOJIHBIX PErpeccuur cancer of the oral mucosa.

HOBOOOpa30BaHMI 3AMETHOE BJIHMSHHE OKA3hiBACT U NpH-

MEHEHHE TPAIMLMOHHONO PEXMMA COYETAHHOH JyueBoil To make. the study results complete we .evaluated
TEPANMH, HECMOTPS HA  COXPAHCHHE  BEJMUMHbBI yearly survival of 1, 2, 3, 4 and 5 years in all the
CYMMapHOIt OYaroBoM R03bl Mo GuosornueckoMy acdexTy patients’ groups as percentage of the total number of
(-9 u 2-g rpynnm)_ IMocnennee 3acramasier Hac npu- primary tumors (see the fngure, d). The death rate in
COCAMHUTbCH K MHEHMIO TE€X HCCJACROBATENCH, KOTOpbIE group 1 was the highest during the first 3 years
MOJIAraloT, uTo CcpasHEeHHE 3hDEKTHBHOCTH PA3JTHUHBIX following treatment, the lowest survival was detected
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CLINICAL INVESTIGATIONS

Ta6awnua 2

Table 2

YacToTa BHIABJICHHA PEUHIAHBOB onyxoneﬁ M pPernoHapHbIX MeCTaCTasoB B Npouecce AHHAMHYECKOro HabmoaeHns 33 GOJNbHBIMH

Rate of follow-up relapsing and regional metastasizing

Fpynna | Obuwee MpopaonxeHHLIA pocT onyxonn VictuHHbIA peunans ] PernoHnapHbie metacraasl
6onbHLIX |  uncno
GONLHBIX rog, HabniopeHna
1-n 2-n 3-i 4-n 5 1-a 2-a4 3-n 4-a 5-n 1-n 2-A 3-n 4-a 5-a
1-5 50 8(16) | 4(8) — — — — — 1(2) 1(2) 3(6) | 5(10) | 2(4) 3(6) — —
2-5 53 3(6) 1(2; — — — — — - — — - 2(4) 122 1(2) —
] 49 — 12 — — — — — — 1(2) — — — 2(4 - —
4-5 43 1(2) 2(9) — — — — - — 1(2) 1(2) — 1(2) - — —
Wroro.l 495 1206) | 84) | — — — — — | 105 | 315 | 4@ {525 |525 | 63 | 05| —
1st 2nd 3rd 4th Sth 1st 2nd 3rd 4th 5th 1st 2nd 3rd 4th 5th
Patients’ | Total No
group | of cases follow-up year
Continuing tumor growth True relapse l Reglonal metastases

IIpumMeuanue. Bckobkax — npouewr.

N o t e. Numbers in the parentheses show percentage.

METOIOB JIYYEBOM TEPAanuM¥ HA OCHOBAHWHM BEJIHMUHHBI
OuYaroBOM [JO3W M3JYUCHHS, BBIUHCJICHHOM COTJIACHO
xoHuenuuu BII®D, He Bcerma cOCTOATEABHO.

O6mas  NpONOMXKHTENbHOCTD  XHM3HH  OGOJNBHBIX
NPEACTABJCHA HA PUCYHKE, a, B 3aBHCHMOCTH OT CTaauu
3aboneBanus — Ha pucyHke, b, c¢. Kak BuaHo, umcao
GoMbHEIX, XHMBYIWMX 3 Ioja, AOCTOBEpPHO Gosbuie BO 2-,
3-, u 4- rpynmax (91x4,1, 94+3,4 u 93x3,9%
COOTBETCTBEHHO) IO CPaBHEHMIO C 1-H rpynnoii, nofy-
YMBIIEH TPAaAMLMOHHYK JiyueBylo Ttepamuio (81x7%;
p < 0,05). Ognako x 5-My rony HaGsoneHMs ITO pasiu-
YHe CTAHOBHTCS HEJOCTOBEPHBIM,

Ipyu paHHMX CTagusax 3a00JCBAHMS TPU BCEX METOAAX
JICUEHUS YMCA0 XMBYIUX GOJBHBIX OAMHAKOBO HA MpPOTS-
XEHHH BCEro mepuoaa HaGoncHMS, B TO BPEMS KAaK TpH
11T craguu paka cau3ucrod 060I0YKH MOJOCTH PTa JOCTO-
BepHO Gosbliiee uncio OONBHBIX MEPEXUBAIOT § JIeT Nocsie
HETPaAMLMOHHOM JyueBoir Tepanuu (2-s rpynma) no
CPAaBHEHHMIO ¢ OOBYHKM KypcoM obayuenus (1-4 rpynna).
AHaNOrMyHas 3aKOHOMEPHOCTb HabJropaercss y OOSIbHBIX,
noyuasmux pagromopudukatopsl (3-9 u 4-s rpynnsi),
1O CPABHEHHIO C GOJbHBIMU, MOABEPTHYTBIMH TOJMBKO JIy-
yepoMy JeueHuto (-9 u 2-9 rpynnn).

TakuMm o6pa3oM, HEOOXOOMMO OTMETUTDb, YTO Moxudu-
UHMPOBAHHKE METOAK! COYETAHHOM JIyYEBOH TEPANUMU BEOYT
K JOCTOBEPHOMY YBEJIMUEHHMIO UNCAA OOJILHBIX PAKOM CJIH-
3uctoil obosoukn opranos nosocru pra 1l craguu, nepe-
XUBIIMX § JIET MOCJAe OKOHUYAHUS JICUEHUS.

JI1st NOMHOTH AHAJAM3a PE3yJbTATOB MCCIEAOBAHMS Obi-
JIM OTIpeNe/ICHH MOKA3aTEeNM BBIXHBAEMOCTH B KOHIE 1, 2,
3, 4 u 5-ro ronop HaGmoneHMs Q1S BCeX rpynn GOJIbHBIX
TaK, yTOOM AJd KaXA0TO M3 STHX CPOKOB IOKA3aTeJb Bbl-
YHC/ISLACS M3 BCETO UMCJIA NMEPBUUHBIX CIYYaeB (CM. PHCY-
HOK, d). IlosyueHHbIE NAHHBIE MO3BOIHIN OTMETHTD, UTO
Haubosbliee 4MCAO ymepwux OosbHbIX M3 1-if rpynmbl
NPUXOTUTCS HA TEpPBLIE 3 rofa mocae JeueHus, a Hanbo-
Jiee HU3KMH NOKA3aTeab BBDKMUBACMOCTH OTHOCHTCH K
I-my u 3-my ropam HaGnoncuust. Bo 2-it u 4-# rpynnax
9TOT MOKA34TEAb JOCTHrAEeT HANBONBIICTO 3HAUCHUS TOMb-
KO K KOHLY S-ro roga mocae seucHus. IToatomy umncio
GOJIbHBIX, NEPEXHUBIIMX 3 rOfa MOC/IE JeUeHNs, A0CTOBEP-
HO BHiIE BO 2, 3 ¥ 4-it rpynnax no cpasHcHuio ¢ 1-i. Tlo-
clenHee OObSICHAETCA TEM, YTO B HEH 4MCIO GOJBHBIX C
HEW3/ICYCHHOH MEPBUUHON ONMyXONbI0 GBUIO BBILIE, YCM B

within the 1st and 3rd follow-up years. In groups 2 and
4 the death rate reached maximum by the end of the
5th year following treatment. Therefore the number of
patients surviving 3 years was significantly higher in
groups 2, 3 and 4 than in group 1. This circumstance
may be due to the greater fraction of patients with
uncured primary tumors in group 1 than in other
groups which accounted for the high death rate during
the first follow-up years. The rise in the mortality by
the Sth year in groups 2, 3 and 4 may be explained by
patients’ developing true relapses and remote
metastases.

Table 2 shows the rate of local relapsing and re-
gional metastasizing.

The highest rate of relapses and regional meta-
stases is observed in patients receiving the traditional
combined treatment (34 and 209, respectively) as
compared with the untraditional radiotherapy (8 and
5%, p < 0.05). True relapses were mainly detected by
the 4th and 5th follow-up years while regional meta-
stasizing and relapses as continuing tumor growth oc-
curred within the first 3 years.

1t should also be noted that remote metastases were
diagnozed in patients with stage I1I disease in groups
2, 3 and 4 only, for the most part during the Sth
follow-up year (12, 4 and 2%, respectively). It seems
that patients of group 1 with the risk of hematogenous
metastases died within the first follow-up years due to
uncured primary tumors. We think that patients with
cancer of the oral mucosa more than 4 cm and/or
regional lymph node metastases may need adjuvant
chemotherapy.

However, our study shows that uncured primary
tumors are the main cause of death in the patients
treated. Of 33 deaths among the patients with cancer
of mucosa of the tingue movable segment and oral
fundus 19 (589%,) were caused by this factor.

Radiation reactions were equally frequent and
expressed in all the patients’ groups studied.

Local radiation reaction occurred in 39 (20%)
patients mainly during a term ranging from § mo to
2 y following treatment. Radiation ulcer of the tongue




KJIMHUYECKHWE UCCJIIELOBAHUS

APYTHX Tpymnax, M MMCHHO OHH ONpPEACJMIN BHICOKYIO
CMCPTHOCTh B mEpBHE roanl HalGmonenus. [ToBuimeHue
CMEPTHOCTH K 5-My roay HabmoaeHus Bo 2, 3, 4-# rpyn-
Hax MOXHO OOBACHHTB TEM, UTO K 3TOMY HEPHORY BpEMe-
HA y GO/IbHBIX HAYMHAIOT BHSBJISTHCS MCTHHHBIC PELMIA-
BHl M OTJAJEHHBE METACTA3HL.

B a6, 2 npuBOASTCS HAHHHE O YACTOTE MECTHBIX pe-
LUMIWBOB M PETHOHAPHEX METACTA30B.

U3 taba. 2 BuAHO, uTO HAaMGONBLIIMI NMPOLEHT BO3HUK-
HOBCHHS PEUMAMBOB M DETHOHAPHBIX METACTAa30B OTMCYA-
€TCS MPH TPAJHLMOHHOM COYeTaHHOM o0syuycHuu (34 u
209, COOTBETCTBEHHO) MO CPABHEHMIO € HETPAAVIIMOHHH~
MH MerofaMu obmyuenns (8 u 5%; p < 0,05). ITpu stom
MCTHHHHE DEUMIMBH BHISBASINCH B OCHOBHOM Ha 4-M M
5-M rofax Hal/IONEHHS, a PETMOHAPHBIE METACTA3H H pe-
LMAMBE B BHAE NPOAOJXEHHONO POCTA pPEasH30BAINCH B
TEYEHHE NEpBHX 3 et HabmogeHus.

Kpome TOro, Heo6xoaMMo OTMETHTb, YTO OTHA/ICHHBIE
METAacTasH ObLIM OMArHOCTMPOBAHB TOMBKO Y GOJNBHBIX C
II cragueit 3sa6onesanns 2, 3 u 4-it rpynn B OCHOBHOM HA
5-M rony HaGmonenns (y 12, 4 u 2% nauueHToB COOTBET-
cTBeHHO). BepodrHo B 1-it rpynne Te GonbHHE, y KOTOPHIX
6bla  OMACHOCTh pPA3BMTHS TEMATOTCHHBIX METACTA30B,
Horu6,M B EPBHE roAsl HAGIIONCHHS H3-3a HEN3AECYEHHO-
CTH nEpBUYHOM onmyxosu. ITosaraeM, uto GonbEBEIM pakoM
CT3KCTOM 000TOUKHM OPraHOB IOJIOCTH PTA C OMYXOJIbIO
Gonee 4 cM M/MAM C HAIMUKMEM METACTA30B B PErHOHAP-
HBEIX IMM(ATHUECKUX Y3/IaX, BEPOSTHO, HEOGXOAUMO Npo-
BEJCHUE aTbIOBAHTHOIO XHMWOJICYCHHS.

Onnako aHa/IM3 HAWIErO KJIMHMYECKOTO MATEPHANA BCE
XK€e MO3BONIET OTMETHUTD, YTO, HECMOTPY HA TO YTO METa-
CTa3HPOBAHKE MEPBUYHOM ONYXOJIH 3aMETHO BJIMSCT HA
CMEPTHOCTb JIEUCHBIX OOJbHBIX, OCHOBHOH IPHYHHOI
CMEPTHOCTH SBJISETCS HEU3JICUCHHOCTh NEPBUYHOIO 3J10-
KaueCTBCHHOro ovara. Tak, u3 33 yMepmux nocie Jaeue-
HUS GOJIBHBIX PAKOM CJIM3UCTOH OGOIOYKH MOABMKHOM ya-
CTM S3HKA ¥ AHA moJjoctu pra y 19 (589%) asror daxrop
CTaJ NPUYUHOU CMEPTH.

[Ipu oueHke CPOKOB M CTENEHHM BHPAXEHHOCTH JIyde-
BHIX PCAKUMHA, Pa3BUBABLIMXCS MPH NPOBEACHUM Pa3JIvy-
HBIX BHJOB COYETAHHOMN JIYUEBOH TEPANMM, MOXHO OTME-
THTh, YTO MX BHIDA’XKCHHOCTh U YACTOTa GbLIH OAMHAKOBH-
MH BO BCEX HCCJIEAOBABIUMXCS rpynnax Go/IbHBIX.

MecTHHE NyyeBhie OCIOXKHEHNS PAa3BUBAJIMCh B OCHOB-
HOM B CPOKHM OT 5 Mec 0 2 JIET NOoC/e OKOHUYAHHS JIeUeHUS
y 39 (20%) GonpHbix. JIyueBble #3BH TKAHEHl A3bIKa M
AHA MOJIOCTH PTa HMMEJNCh y 25 M3 HUX, 4 OCTEOHEKPO3
HUXHEA vemocTd — y 14. Tlpu 3TOM OHM BCTpeuanuchk
BABOE YAlIE MOC/IE TPATULHMOHHOIO KypCa JyueBOM Tepa-
THH [0 CPABHEHHIO C HETPAAULMOHHBIMH METOAAMHU 06Ty-
yeHud. HauMeHbmuit npoueHT ocnoxuesuit (13) 6w or-
MeueH y O0IbHbIX 2-i rpynmbi, 69%, 60bHBIX GbUIH H3JIE-
YCHbl KOHCEPBATHBHBIMH METONAMH M TOJIBKO y 319, mo-
TPEOOBAIOCH XMPYPrHYCCKOE JICUEHHUE.

Taxum obpa3oM, HEOOXOAUMO OTMETHTB, YTO paspabo-
TAHHBHIE METOAMKH HETPAJULHOHHLIX DEXMMOB COUYETAH-
Horo obsyuenus o6nanaloT BHICOKOH 3(eKTHBHOCTBIO
MDY JICYEHHH GOJIBHBIX PAKOM CM3MCTON 00OJOUKH Opra-
HOB TOJIOCTH pra, ocobenno npu 111 craguu 3aGosepanus.
H HC HCCYT OTMACHOCTH YBEJIUUYCHUS TO3XHUX JYUEBBIX 1O-
BDEXJCHHH.
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tissue and oral fundus was detected in 25 and lower
jaw osteonecrosis in 14 of them. The reactions after the
traditional radiotherapy were twice as frequent as after
the untraditional irradiation. The rate of complications
was the lowest (13%) in patients of group 2, 69% were

cured by conservative treatment and 31% only
required surgery,
So, the wuntraditional regimens of combined

irradiation show high efficacy in treatment for cancer
of the oral mucosa, especially of stage III disease, and
cause no increase in the risk of delayed radiation
damage.
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