Kaunuueckue uccredobarus

y 6onpabix PIIIM IB1 cramum (13,7+4,1 — 30,84+4,8% 1 2,5+2,5 —
30,814,8%). Pasmuupe craTeTuyecku 1octosepHO (p<0,05).

2. IlpoBenenye TIpenomepaliioOHHOTO JUCTAHIIMOHHOTO 06JIyde-
HUd TEPBUYHOTO 0Yara M 30H PEerMOHAapHOTO METacTa3MpOBaHMS
VBEIMYNBACT YAaCTOTY DPAa3BUTUA PaHHHUX IIOCIEOIepalliOHHBIX
OCNOXHEeHMH C¢O CTOPOHBI PaHBl HepefHell OpIOIHON CTEHKU
7 BOBHHKHOBEHMS TIPHKYJABTEBLIX MHOIIIBTPATOR 110 CPABHEHUIO
¢ TaKOBRIMU 1oce nipoBeaeHnsa POMII (POM) Ha nepBomM aTane y
6onpHbIX PITIM IB1 cramaum (12,3+3,9 — 3,3+1,9% u 20,51+4,8 —
4,442,2%) coorBeTcTBedHO. Pasmuyue cTaTUCTUYECKH AOCTOBEP-
Ho (p<0,05).

3. Metacrassr PIIM B jmmMmdoyanax Maoro Tasa oOHapyXiBa-
1oTcs B 3 pasa wanie y 6onpasix PIIM IB2 cramuu 1o cpaBHEHUIO C
ooneuaeME PIIM IB1 cramuu (34,046,9 — 12,7£2,3%). Pasnuuwe
CTATHCTHYECKH JocToBepHO (<0,05),

4. TTpoBexeHye IpeRONEPAlMOHHOTO JUCTAHIIOHHOTO 00Iyde-
HHYs HA TIEPBAYHEIN OUal M 30HBI PETMOHAPHOIO0 MeTacTa3npoBa-
HYSL TIOBRIIAIOT OONIyI0 ¥ OE3DEHUAUBHYIO 5-JETHIOK BELKUBAC~
MocTbh 6onpHEX PIIM IBIN1IMO cranuu.

5. Ilpw cpapHeHuH o6Iel ¥ Ge3peliMIUBHON S-IeTHEN BEIKU~
paeMocTH 6opHBX PIIM IBINOMO 1 IB2ZNOMO craguu cratuc-
THYECKH DOCTOBEPHEIX pa3nuyuii He obHapyxeHo (p>0,05).

ABTOD BHIpaxaeT IIIyGOKYIO 6IarofapHOCTE IIpodeccopy, JOK-
Topy Mea. Hayk B. I1. KozaueHKO ¥ COTPYIHUKAM OTHENEeHMS Y-
YyeBOH TONOMETPHY ¥ KIUHUIEeCKOH NO3MMETPUH CTaplieMy Ha-
YUHOMY COTPYIHUKY, JOKTOpY 6uoi. Hayk B. H. Yexonanckomy u
BemymeMy naxerepy A.O. PycanoBy 3a IOMoILb B IIOATOTOBKE
JAHHOM CTaTbH.
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IIPOTPAMMBI KOMBUHUPOBAHHOW
XUMUOJIYYEBOM TEPAIIMM B JIEYEHUI PAHHUX
CTAIUY JTNM®OTPAHYJIEMATO3A

HHH xnununeckoli onkoa02uY

OnHUM U3 CaMbIX GOJIBIMIX NOCTIDKEHMII OHKOJNIOTHH XX BeKa
cTaJIo leueHue JuMdorpaHyneMarosa. Tlo pansemm C. B. Craft [71,
B 1940 ©. MemaHA BRIKMBAEMOCTH HEJIEUEHBIX OOJBHBIX COCTARMSA-
na | 1 rox, a 5 et mepexuBaio Beero 5% 6onpHbIX, COBpeMeH-
HOe MHAYKIMOHHOE JieYeHHe II03BOJIIeT IIPOXKUTE 663 IIPU3HAKOB
BO3BpaTa 6onesun 6onee yeM 60% GONBHBIX TUMQOrpAHYIEMATO-
30M, 4 B TPyIIe OONBHEIX ¢ pAHHUMHU CTaIMsIMU 3TOT IIOKA3aTenhb
npesrimaer 80—90% [4, 13, 16]. B 1950 &. M. V. Peters [15] omy6-
nukoBana 20-meTHHUE pPe3yIkTaThl Jy4eBOro JedeHHs! OONBHBIX
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COMBINED CHEMORADIOTHERAPY IN THE
TREATMENT FOR EARLY STAGE HODGKIN’S
DISEASE -
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Effective treatment for Hodgkin’s disease was one of the
greatest achievements of the 20th century. According to
C.B.Craft [7] median survival of untreated patients with
Hodgkin’s disease in 1940 was 1 year and only 5% of the
patients survived S years. Modern induction therapy provides a
more than 60% disease-free survival, the rate reaching 80-90%
for early stages [4,13,16]. In 1950 M.V.Peters [15] published
20-year results of radiotherapy for Hodgkin’s disease using
radical approach proposed by R.Gilbert in 1925 [10] in which




Clinical Investigations

JuMGpOTPaHYIEMATO30M II0 METOAMKE PanUKAIbLHON JTyIeBOH Te-
panmu, npeanoxenHo# R. Gilbert B 1925 r [10], u mokasana Bo3-
MOXHOCTD M3JIeUEHIA YaCTH 3TUX Gonbybix. ITowry mo koHia 70-x
TONOB 3Ta TEpamMsi OCTaBalach METOZOM BhIGOpa Iyl JICUCHIS
Gonpuex ¢ I—III cragueii numdorpanyneMaTosa. biaarojaps pa-
Gotawm I. M. Bajtcoromosa (HUMMP PAMH) u A. W. Pygepmana
(POHII M. H. H. broxuna PAMH) panukaneHas nyuesasl Tepa-
TIMg TONyYWia ILIKPOKOe paclpocTpaHeHue B Poccuu B KOHIE
60-x — mavane 70-x rogos. ITonpoGHEI aHanu3 pesyisTaToOB pa-
JUKANBHOM JIy4eBOI Teparmuy TI0Kas3aj, YTo STOT MeTOoI JIeUCHUS
HAYUIyYIIIM 00pa30oM 3apeKoMeHI0Bal cebs B HeOONBIION IPyIIie
Gonpaex ¢ I—I1 cranueit mpMdborpaHynemMaros3a U oueHb 0Jaro-
TIPYATHBIM TPOTHO30M, Y KOTOPBIX 15-TIeTHee Oe3peliiiuBHOE Te-
yerme gocturaeT 80—82%, a o6uiasi BEDXMBAEMOCTE TPEBEILIAET
90% [14]. Oznaxo y 601bHEX co ITA cragueil u HanuaueM hakTo-
pos pucka, co 115 u ¢ I1IA craguamu 5—7-neTHaAg Ge3pelluAUBHAS
BBDKUBAEMOCTH TIPY UCIIOIB30BAHUY TOJLKO PaIUKALHON JTyde-
BO}M Tepammu cocrasisieT aumwb 43—54% (56% mo HaHHBIM
POHII), a ofmas BERKMBAEMOCTb COXPAHSETCs BEICOKOR HCKILIO-
yuTenbHO 3a cueT abhdekTHBHOrO JNevyenus pelmnysos [4, 13].
Crenyiomyit aTan B JedeHUy JUMGOrpaHyaeMaTosa HACTYIIIL B
koHiie 60-x TomoB, kKorma V. DeVita u A. Serpick [8] omyOnuxosa~
11 B 1967 T. pe3ysIEraThl IPUMEHEHUS NOJUXUMAOTEPATTHH — TPO-
rpamma MOIIIl — B nedyeHnM GONBHBIX TMMGOrpaHyIeMaTO30M.
Jpyroif XuMHOTepalleBTHUYECKUN pexuM OBUI NpeijioXKeH
A. Santoro u G. Bonadonna [19] yepe3 HeCKONBKO JET — CXeMa
ABB/JI. OtnaneHHbple De3ylbTATEL JISUSHUT II0 STHUM HABYM IIPO-
TpaMMaM OKa3aJlCh aHanoruyHeIMU: 20-neTHII Ge3peliniuBHAS
BLIKMBAEMOCTH B rpyIIiTe 6onepHEIX co IIA—IV cragueit mamborpa-
HyneMarosa goctura 60%. OTreneHve TeMaTonoruy ObUIo opra-
guzoBado 3 POHII nm. H. H. Bnoxuna PAMH B 1965 t, u ero
nepBbiM pykosoputesieM cran rnpod. 10. Y. Jlopue. C repBhIX JeT
CYIECTBOBAHYS OTHENIEHUsS IIPY JUeHUH TMbOorpaHyieMaro3a
HCTIONB30BaNMCh Harbolee IepCeKTHBHEIE MUPOBHE JOCTIKE-
HUST: ye ¢ 1972 © B OTHENeHWH, B ORHOMH 13 IepBHIX KITHHUK Poc-
cuy, cTajla HCIIOAb30BaThes Momubukamms cxemnr MOITIT —
cxema LIBIII1. Dra mporpaMma IIOITBepIIUIa BEICOKYIO abdex-
TUBHOCTD TTOJIMXUMUOTEPAIINY: B TPYINIE, e TIpeolnanany 60b-
urle co IIB—IV cranmeit 3abonepanus, T.c. 6ONBHEE ¢ Hauboiee
HeOIaronpusgTHEIM IIPOTHO30M, 5-TeTHee Oe3pellauBHOE TEue-
uue cocrasuio 48% [1]. OnHako Kak IOoCie PaTuKaIhHON JTy4eBOt
Tepanuy, TaK | mocie nojuxumuorepanuy ¥ 40—50% GONBHBIX
MG OTPaHyIeMaTO30M, JICUCHHBIX KaXKIHIM METONOM B OTICIb-
HOCTH, BOSHUKAJIN PEITUANBEL. XapaKTep PeLVONBOB IPH PA3HEIX
METOLAX Jiede st ObUT PA3IMYHEIM: TIOCIIE JIYJEBOM Tepanuyl peuu-
JUBHI Yallle BO3HUKAIM B HOBBIX 30HAX, & IIOCTIe TIONMXUMUOTEpa-
oy — B McxonHHX [1, 2, 18]. B 1976 & L. Prosnitz i coast. [17 ]
TIPEIOKIUIM COSIUHUTE JBA METOHA JIEUYEHUS U UCIIONb30BaTh
JIYYEBYIO TEPAITHIO B CHUXeHHEIX 10 20 Ip mo3ax B cepemuHe Kyp-
ca ITOMUXUMHOTepanuu (MexXmy 3-M M 4-M IMKIaMH), KOrja
OCHOBHad OIIyXoJIeBas Macca cokpaiiera Ha 50—80%, BrumM noctu-
TAMCH ABE LIEJTH: YMEHBIICHIE 00BeMa OITyXONy TIO3BOJISLIO COKpa-
TUTD TIOJNS IyYeBOH Teparuyl, YTO YMEHBIIANO YHCIIO JIYIEBhIX OC-
JOXHEHUH, HO caMoe IIABHOEe, COYETAHHE IBYX METONOB COKPaTHIIO
yrcnto pernuBoB 10 10—12% [17]. Cogeranue jiydeBOro JICYCHUA
M TONMUXMMUOTEpaluy (KoMOHHpOBaHHAsI Tepalus) ¢ KoHua 70-x
TOZIOB U IO HACTOSIILIETO BPEMEHM OCTAETCS OCHOBHBIM METO/IOM JIe~
YeHrs BceX OOMBHEIX uMborpaHyeMaTo3oM. KoMOuupoBasHas

she demonstrated the possibility of cure for this patient
category. Until the seventies this approach remained the
method of choice for stage 1-1IT Hodgkin’s disease. Owing to
the contributions by G.D.Baisogolov (IMR RAMS) and
A.LLRuderman (N.N.Blokhin CRC RAMS) the radical
therapy was widely applied in Russia in the late sixties and
early seventies. The thorough analysis of the radical treatment
outcomes demonstrated this methodology to be most effective
in a small population with stage I-1I Hodgkin’s disease and a
very good prognosis with a 80-82% 15~-year discase-free and a
more than 90% overall survival rates [14]. However, in patients
with stage IIA disease and risk factors as well as with stages IIb
and ITIA the 5-7-year survival after radical radiotherapy alone
is 43-54% (56% by CRC data), and the high level of overall
survival is exclusively due to effective treatment of recurrent
disease [4,13]. The second phase in the history of Hodgkin’s
disease treatment started in the late sixties when V.DeVita and
A.Serpick [8] reported of results of polychemotherapy for
Hodgkin’s disease (MOPP schedule). A.Santoro and
G.Bonadonna [19] proposed another chemotherapy schedule,
ABVYD, several years after. These therapy schedules led to sim-
ilar treatment results, i.e. a 60% survival of patients with stage
ITA-IV Hodgkin’s disease. In 1965 a hematology department
was set up at the N.N.Blokhin CRC RAMS (head Professor
Yu.l. Lorie). From the very first days of its existence the
department used most promising developments and became
one of the first clinics in Russia to apply a modified MOPP
schedule, CVPP, since 1972. This schedule confirmed the high
response to polychemotherapy of patients with stage 1IB-IV
Hodgkin’s disease, i.e. with the poorest prognosis, who had a
48% 5-year disease-free survival [1]. However, about 40-50%
of patients with Hodgkin’s disease relapsed after receiving
either radical radiotherapy or polychemotherapy. Each of the-
se treatment modalities was characterized by its own fashion of
recurrence, i.e. involvement of new areas was typical for radio-
therapy and development of recurrent disease in the same area
was more frequently seen after polychemotherapy [1,2,18]. In
1976 L.Posnitz et al. [17] proposed to combine the two modal-
ities and to use a lower dose (up to 20 Gy) irradiation in the
middle of the polychemotherapy (between cycles 3 and 4)
when the main tumor burden was reduced by 50-80%. This
approach allowed reduction of radiotherapy fields and, there-
fore, the risk of radiation morbidity, and what was the princi-
pal advantage reduction in recurrence rate to 10-12% [17]. The
combined radiation and polychemotherapy (combination
therapy) was the principal treatment modality in Hodgkin’s
disease since the late seventies up to now. The N.N.Blokhin
CRC started to use combination therapy in stage I and 1I
Hodgkin’s disease since 1980.

Materials and Methods. A total of 226 patients with stage I-II
Hodgkin’s disease received combination chemoradiotherapy during 1980
to 1997 at the N.N.Blokhin CRC RAMS. The patients’ age ranged from 14
to 61 years. Choice of treatment schedule was made with due regard to
prognostic factors, According to EORTC [5] poor prognostic factors
included mixed-cell type and lymphoid depletion, ESR more than 50
mm/h in stage A and more than 30 mm/h in stage B, involvement of 3 or
more lymph node regions, age above 40 years. Patients having at least one
of these signs were classified as poor prognosis cases. Patients free from the

above-mentioned signs and all stage I patients were classified as good
prognosis cases. The diagnosis was verified histologically in all cases. All the
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Kaununeckue uccaedoBarnusn

Tepanus A gedeHud 60apHbX ¢ [ u I craguamu numborpany-
J1eMaTosa Mo cxeMe, Npelioxennoit L. Prosnitz u coaBt., BIep-
Bole B Poccun crana npuMensarsesa B POHIT um. H. H. Broxuna
PAMH ¢ 1980 &

Marepuaibl 1 MeTonbL. 3a nepuoy ¢ 1980 mo 1997 ©. B oTneneHur XMMHOTE-
panuu remo6aactozos POHLL um. H. H. Broxura PAMH 226 6onpubeM ¢ I—
11 cragueii mamdorparyieMarosa IpoBefeHa KOMGHHIPOBaHHAS XUMHOIyYe-
pas Tepanys. Bo3pact MalMenToR cocTaBsI OT 14 jeT 0 61 roxa. Bei6op npo-
rpaMMBL JTedeHIs ObUT AuddepeHIpOBaHHEIM U IIPOBOIIIICH B COOTBETCTBIH
€ KOMILIEKCOM TIDOTHOCTHIECKUX MpH3HakoB. ITo pexoMmernanuam EBporreit-
CKOHl OpraHW3alyi¥l II0 M3y4eHMio W JeyeHmio paka — EORTC [5],
HeBIAronpUsTHEMH IPOTHOCTHYECKMMH IIPU3HAKAMU CIUTANICE CMEIIaHHO-
KIIeTOYHBIA BapHanT JuMborpanyiemaroda o TuMdongHoe ICTOUIeH e, 10~
poimieHue COD Gonee 50 MM/Y nipu cTagui A 1 6onee 30 Mv/4 ipu cragum B,
TopaxeHue Tpex 30H uMboy3noB u Gonee, Bo3pacT crapite 40 ner. BoibHELE,
VIMEIoIe XOTs OBl ONMH M3 IePeurcIeHHEX IIPU3HAK0B, OTHECEHBl X IPYIIIE
¢ HeOJaronpUATHEIM IIPOrHO30M.

BossHble, He MMEIOIINE BEIUEYKA3AHHBIX IPU3HAKOB, 4 TAKKE BCe GONbHEE
¢ I cragueit mumdorpaHyneMaro3a OTHECEHB! K IPyIIie ¢ ONaronpHATHBIM
TIPOrHo30M. Y BeeX OONbHAIX AMAarHo3 GBUL BepUMITHPOBAH IUCTOIOTMYIECKA 1
M, KpOMe CTaHIAPTHOTO KIMHIYECKOro 00CIeNOBaHUs, IPOBOAMIACH Tpena-
HOGHOICHS U3 3aTHeil OCTH TIONB3INOIIHOM KOCTH, BeeM GONBHBIM IOMIXAMIO-
Tepanus npoBofmwIacs o cxeme IIBIIII (uuxnodocdan mo 600 mr/m* BHYTpH-
BEeHHO B 1-11 ¥ 8-Jf yHM, BUHONACTHH 10 6 MT/M? BHYTPMBEHHO B 1-i 1 8-if nHu,
rpokapGasud o 100 Mr/»* BHYTpPE ¢ 1-ro mo 14-if neHb, NPETHHU3ONOH IO
40 Mr/m? BHYTpPb ¢ 1-ro 1o 14-ii ieHs).

Bonpsbie G1aronpusTHON TPOTHOCTHYECKOH IPYIINILI MONYYai JeYeHUE IO
nporpamme 2 uykiaa IIBIIIT + ofnyyenue 30H HCXOLHOTO HOPaXeHUs B CYMMap-
Holt oyarosoit mose 40 Ip + 2 muxora IIBITIL. BonbHble HEGAATOTIPUATHON NIPO-
THOCTHYECKOU TPYIIIIBI TOAYYaTy JeyeHue 1o mporpamme 3 mukiaa [IBIIIT + o6-
JIy4eHHe BeeX JUMGbaTHIeCKIX KOJUIEKTOPOB Bhilre quadparMsl B cyMMapHO
oyaropoii gose 36 Ip + 3 muxna LBIIII. C 1990 mo 1995 & 6onbHEM co 11 cragneit
nuMborpaHyIeMaTo3a 1 HeOIaropUsATHAIM IIPOrHO30M JIEYEHHE TIPOBOMIIOCH
110 niporpamme 3 muxia LLBIIIT + o6y TeHie TOATBKO 30H MICXOAHOTO IIOPAKEHMS
B CyMMapHOii ouaroBoii nose 36 Ip + 3 muxona ITBIITI. Bo Beex riporamMmax jgede-
MM MHTePBAIBL MeXIY UKIIAMY TIOIUXMMUIOTEPAIIHH, a TAKOKe Iepes IYIEBEIM
JIeYeHUeM M ITOCe Hero COCTAaBILIIN 2 Hex, PasMephl cpefocTeHMS OLICHUBAIKCEH
10 METUACTHHAIFHO~TOpaKaTbHOMY numexcy — MTH [3]. DddexrnBHoCTS I~
YeHysl OIEHHBANACH B COOTBETCTBUY ¢ pexoMmeHnauwsimua EORTC [9, 11, 16].
Obiuas seokuBaeMocth (OS — overal survival) oTpaxaer QakTHYECKYIO BELKHU-
BaeMOCTb BO Bcel TpyIine GONBHEIX, PACCYUTHIBANACE OT HATHI HAYala EUSHIS
[0 CMEPTH OT M0Goi NPHYMHE! ¥WIKM OO HATH IIOCAEHHSH IBKU GONBLHOTrO.
Bespermmuanas seokusaeMocts (DES — disease free survival) otpaxaer Gespe-
LIIBHOE TEYSHHE TOJIBKO B IPYIIIe OONBHBIX, JOCTUTIINX IIOMHOM PEMHUCCHH,
DPACCYUTHIBAKACH OT JAThl KOHCTATAIIMM TONHON PEMHCCHM IO AATHI pelUInBa
YUTH TIOCTENHE! SIBKYH 60OIBHOr0. BErKrBaeMOCTh, CBOGOIHASA OT HeyHay JISYEeHMsI
(FFTF — freedom from treatment failure), orpaxaer 6e3pellaIuBHOE TeUCHUE BO
BCeji rpyIe COMBHEX, HAYABLIMX ISUSHNe, PACCUUTHIBANACEH OT Hauasna JeUeHust
10 JII060 «HeyIaIy» JISUSHUS WK IO JAaTHl IocherHelt sk Gomsroro. Ilox
«Heynayeil» JIeUeHUs TOHMMAIOTCS: IIPOTPECCUPOBAHME, OTCYTCTBHE IIONHOM
PEMUCCHH TIOCHE OKOHYAHMS BCeil porpaMMBbl JISISHUS, PELTUINB, OCTOXHEHHS
JIeUeHusd, BEI3BABIINE €ro IpeKpalleHue, CMEpTh OT MI000H NpPUYMHEL
Beccobrimuiitas BecxuBaeMocTh (BES — event free survival) oTpaxaer xagecTso
KU3HY GOJIPHEIX BO BCEH TPYIIIE, pacCUmThbiBaNack OT ATkl Havaa JAedeHHs IO
060ro «OTPULATESIBHOTO» COOBITHA WM KO JAaTH ITociefHell SIBKI GOJIBHOIO.
Iloxm «oTpraTeEHEM» COOBITHEM ITOHMMANICE: TIPOTPECCHPOBAHIE, OTCYTCTBHE
TIONTHOM peMHUCCHH TOCIEe OKOHJaHUs BCeil IIPOrpaMMBl TEYECHNH, OCHOXHEHMs
JISUEHNA, BEI3BABIIME €I0 NPeKpalleHye, PEIVINB, CMEPTh OT 000 IIPIIIHEL,
4 TaxKe BTOpad OIyXOjb HIH J060e ApYroe HO3AHEe OCHOXKHEHME JTEUSHHUA,
CHIEXAIOMIEe KavuecTBO XKU3HU GoNbHOro. Menuana HaGmioge s 32 GOIbHEIMU
cocrasrira 58 Mec (ot 6 no 192 Mec), IO3TOMY BCe ITOKAZATENV BELKHMBAEMOCTH
olLleHeHs! Ha 6-NeTHM cpok Habmoaerys1. PacueT KpHBHIX BEDKUBASMOCTH IIPO-
oy 1o Meromuxe E. L. Kaplan u P. Meier [12].

Pesymsrarsl 1 06cyxaenne. B nepuon ¢ 1980 o 1985 1. 41 6ospHOIM
¢ I—1I1 cranueii mumdorpanyieMaTosa 1 GI1arolpPHSTHBIM IIPOTHO30M
TOJYYHIIH JiedeHue TI0 porpamme 2 rukira [IBTII + o6nyueHne 30H
VICXOIHOrO TOPAKCHUS B CyMMApHOM 0garoroii go3ze 36 Ip + 2 nukna
HBIII. Memuana mnpociaexxeHHocTd cocramia 80 mec. IMommbie
peMuccHy NOCTHrHYTH ¥ 98% Gompreix. 6-rerHsad DES ormevanoch
y94%, FFTF — y 88%, OS — y 100% u EFS — y 88%. AHaoriJHbe
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patients underwent punch biopsy from the iliac posterior spine.
Polychemotherapy by CVPP (cclophosphamide 600 mg/m* intravenously
on days 1 and 8, vinblastine 6 mg/m? intravenously on days 1 and 8, procar-
bazine 100 mg/m? per os on days 1 through 14, prednisone 40 mg/m? per os
on days 1 through 14) was given to all the patients.

Good prognosis patients received 2 cycles of CVPP + irradiation of ini-
tial involvement regions at a total tumor dose 40 Gy + 2 cycles of CVPP.
Poor prognosis patients received 3 cycles of CVPP + irradiation of all lym-
ph node regions above the diaphragm at a total tumor dose 36 Gy + 3 cycles
of CVPP. During 1990 through 1995 patients with stage II Hodgkin’s disease
and poor prognosis received 3 cycles of CVPP + irradiation of initial
involvement regions only, total tumor dose 36 Gy + 3 cycles of CVPP. In all
the therapy programs intercycle intervals during polychemotherapy and
intervais before radiotherapy were 2 weeks. Mediastinum size was assessed
by mediastinothoracic index, MTI [3]. Treatment response was assessed
according to EORTC recommendations [9,11,16]. Overall survival (OS)
reflected actual survival in the entire patient population and was calculated
from the date of treatment start to the date of death from any cause or to the
date of the last visit. Disease-free survival (DFS) reflected disease free
course only in patients achieving complete response and was calculated
from the date of onset of complete response to recurrence or the date of the
last visit. Freedom from treatment failure (FFTF) reflected disease-free
course in the entire patient group and was calculated from treatment start to
any treatment failure or last visit. A failure was defined as disease progres-
sion, relapse, adverse event requiring treatment discontinuation, death from
any cause. Event-free survival (EFS) reflected patients’ quality of life in the
entire population and was calculated from treatment start till any event or
date of the last visit. An event was defined as disease progression, failure to
achieve complete response after treatment completion, adverse event
requiring treatment discontinuation, relapse, death from any cause and a
second tumor or another late complication leading to decrease in quality of
life. Median follow-up was 58 months (range 6 to 192 months), therefore all
survival rates were calculated for a 6-year follow-up. Calculation of survival
curves was made by the E.L.Kaplan and P.Meier methodology [12].

Results and Discussion. During 1980-1985 a total of 41
patients with stage I-II Hodgkin’s disease and good prognosis
received 2 cycles of CVPP + irradiation of initial involvement
regions at a total tumor dose 36 Gy + 2 cycles of CVPP. Median
follow-up time was 80 months. Treatment results were CR 98%,
6-year DFS 94%, FFTF 88%. These rates were similar to those
reported for early Hodgkin’s disease by EORTC. The use of 6
cycles of EBVP polychemotherapy and irradiation of initial
involvement regions resulted in a 95 CR, a 88% 4-year DFS and
2 99% OS [14].

During the same period (1980-1985) 57 patients with stage
IT Hodgkin’s disease and poor prognosis received 3 cycles of
CVPP + irradiation of all lymph node regions above the
diaphragm at a total tumor dose 36 Gy + 3 cycles of CVPP.
Median follow up was 80 months. Treatment results were CR
93%, 6-year DFS 85%, FFTF 81%, OS 94%, EFS 81%.

However, 4 of these patients developed second tumors (1 gas-
tric lymphosarcoma, 1 endometrial carcinoma, 2 thyroid carci-
nomas) within 10 years after treatment. These events decreased
quality of life of patients with stage II Hodgkin’s disease and
poor prognosis: the 10-year EFS reduced to 65%. However, the
10-year OS reached 91% because only 1 patient with endometri-
al carcinoma died within the follow-up time. The both thyroid
cancers occurred in the previous radiotherapy region. These data
correspond with the EORTC reports of a 96-98% CR, a 79-90%
6-year DFS, a 85-91% 6-year OS and a 78-88% FFTF in
patients with stage II Hodgkin’s disease and poor prognosis
receiving 6 cycles MOPP or ABVD polychemotherapy [6]. Thus,
the differentiated approach to treatment of Hodgkin’s disease
cases led to the same survival rates in stage I-II and poor prog-
nosis as in patients with a better prognosis.




Clinical Investigations

PE3YNEBTATHL 11 OOMBHBIX ¢ PAHHMME CTaIvaMu JiuMborpaHyIeMaTo-
34 U GNArONpHITHAIM IIPOrHO30M OpUmM onyOnukosansl 1 EORTC.
Ucnons3osaHue IPOrpaMMe!, COCTOSIMEH U3 6 KypCOB IOIMXUMIIOTE~
panvm 1o cxeme EBVP 11 06iIydeH1s 308 MCXOIHOTO ITOPaXKEHHS, TI03-
BOJIWIO HOAYYWTH 95% MOMHEIX peMuccHii, 4-netrsiss DES nocrumia
88% mipu 99% OS [14].

B s10T e mepriox ¢ 1980 mo 1985 1. 57 GomprEix co II crapmeit
JIAMPOrpaHyIeMaTo3a 1 HeOnaronpuaTHbIM IIPOTHO30M TIOIY LTI
Neyerue nio nporpammMe: 3 mmkna IBIIT + obmyueHme BeeX M-
(haTgecKuX KOJUIEKTOPOB BhIIIe quadparMel B CYMMapHOI o4aro-
BOit mose 36 Ip + 3 umxma IIBIITI. MexmaHa TIpOCIeXXeHHOCTU
coctasuna 80 mec. ITonHBIe peMUCCUY B 9TO# TPYIIE ObUIM JO-
cTUrHyThL y 93% Gonbuerx, 6-netHsg DFS — y 85%, FFIF — y
81%, 0S —y94% u EFS — y 81%.

Onnaxo k 10 romam HabmoneHusI Vv 4 GONBHBIX 3TOM TPYIIIHI
BO3HUKIHN BTOpHeE oyxonu (y 1 GonpHOM mumdocapkoma Xemym-
Ka, y 1 60nbHOM paK Tema MaTKy U Y 2 GONBHBIX PAaK [IUTOBUTHOMN
XKelle3sl). DTH <«OTPUIAaTeNbHEE COOBITHSA» YXYOIUWIN KadecTBO
xusHy GoapHEIX co I1 cragmeit mamdborpanyieMarosa M HeOaaro-
MpUATHEM Iporao3oM: 10-nerasas EFS cHuswrace 1o 65%. OnHa-
k0 10-etrgsa OS B 3Toi rpymme 60IbHEIX KocTuria 91%, Tak Kak
K 9TOMY CpOKY HAOJIIONeHMS JOTIONHUTEIBHO YMEPIIA TOJABKO 60Jb-
Hasg, y KOTOPOM BO3HHK PaK Tela MaTKu, a OCTAILHBIE OONBHEE
OBLUIM XMBEL. PaK NIUTOBIAHOM Xejle3bl ¥ 060uX GOBHEIX BO3HUK
B 30HE IIPOBOAMBIIeics paHee Jy4yeBOU Tepanmuu. [lomydeHHEBIS
PE3YIBTaThl COOTBETCTBYIOT ZaHHeiM EORTC. Tak, mo AaHHBIM
EORTC mna 6GonwbHBx co Il crammeit num@orpanyneMarosa H
HeGIaronpUsATHHM IIPOrHO30M MPOrpaMma, COCTOSINAasA M3 6 uuK-
JIOB MonMxuMuoTepauy 1o cxeme MOIIIT wiu ABB/L, io3BosgeT
NONyuuTh 96—98% monHBIX peMuccuit npu 79—90% 6-neTHen
DES u 85—91% 6-nerneir OS, nmpu aroM FFTF mocturaer 78—
88% [6]. Taxum oOpazom, ruddepeHINPOBAHHEIN IIOAXOL K JIeue-
HUIO GONBHBIX TMMQOrpaHyieMaTosoM II03BOJIWI B IpynIe 60Jb-
HbIx ¢ I—II cragueil ¥ HeOIATONPUSTHLIM IIPOTHO30M IIOJIYYUTH
TAKYE XK€ BHICOKUE PE3YJIFTaThi, KaK U Y GOJBHBIX C GNArOIpHUsIT-
HBIM TIPOTHO30M.

K xou1ry 80-X TOTOB KpYIHEIE UCCIENOBATEIBCKIE LIEHTPEL HAKO-
TIHUTA GOMBINOM MaTepyalt TI0 JUTTEIFHOMY HaOMIONSHIIO 32 OOBHBI-
My MdorparyneMaro3oM. Ilpy oueHKe OTIATEHHBIX PE3YJIBTATOR
JieyeHHsT GONBIIMX TPYINI JINTEIBHO XUBYINHX GONBHBIX IUMpOorpa-
HYZIEMaro30M OBUTO TI0KA3aHO, YTO IO3NHIE OCHOKHEHUS JTeUeHM,
TaKye KaX BTOPEIE OIMYXONM M JIEHKO03b!, HHMOAPKTHI MEOKAPIA ITOCHTE
OGJIyYeHVSI CPEOCTEHES, TTYIIbMOHUTEI U TIePUKAPIAUTHL, CHUXAIOT
20-71eTHIO BBDXKMBAEMOCTh OOJBHEIX JIM(OrpaHyJleMaTo30M Ha
20%. Kak GBUIO TIOKA33aH0 MHOTHMH MCCIIENOBATENILCKUMHU PPYITITAMH
[4], yacTOTa OCHOXHEeHMI CBSI3aHA ¢ O0BEMOM TEPATIHE ¥ CYMMApPHbI~
MU O3aMM KaK XIMHOXIpeapaToB, TaK i OONyde .

TlosToMy ¢ KoHIa 80-x — Hadana 90-X rogoB MHOTUMU UCCIIE-
JOBATENBCKMMM TPYIITIaMU BEHETCA TIOMCK ONTHMAJIBHOIO 06heMa
KOMOHHVPOBAHHOM TepalTiy A KaXIOH POrHOCTUYECKOHN IPyII-
16l 6ONBHAIX TUMGBOrpPaHyIeMaTO30M.

C eNb0 CHIDKEHYS YNCIa OTOAICHHBIX OCIOXHEHWI JICUeHus
¢ 1990 mo 1995 1. 61 GonsuoMy co II cTamueir nuMdorpaHyIeMaro-
33 ¥ HeOArONPHATHBIM ITPOIHO30M B IIpOrpaMme KOMOMHUPOBAH-
HOH Tepanuu 6bUT YMEHBIIEH 00BeM 00IyueHus. JleueHue npoBo-
nwiock 1o nporpamme 3 rukna [IBITII + o6iyyeHue TONBKO 30H
HCXOZHOTO IIOpaXeHMs B CYMMapHOX odarosoi xose 36 Ip + 3
maxia IIBITII. MenwaHa IIpociiexkeHHOCTH cocraBuwia 43 mec.

By the late eighties there was a large amount of long-term
follow-up data from patients with Hodgkin’s disease. These
data demonstrated that late treatment complications such as
second cancers and leukemias, myocardial infarctions as a
result of mediastinum irradiation, pulmonitis and pericarditis
result in a 20% reduction of the 20-year survival in Hodgkin’s
disease. As reported by many investigators [4] the rate of fol-
low-up morbidity was related to therapy extent and total
chemotherapy and irradiation dosage.

Since the late eighties or early nineties there was an intense
worldwide search for optimal volumes of combination modali-
ty therapy for each prognostic category of patients with
Hodgkin’s disease.

During 1990-1995 61 patients with stage 11 Hodgkin’s dis-
ease and poor prognosis received combination therapy with
reduced radiation dosage in order to decrease the risk of late
morbidity. The treatment consisted of 3 cycles of CVPP + irra-
diation of initial involvement regions only, total tumor dose 36
Gy + 3 cycles of CVPP. Median follow-up was 43 months. The
results were CR 98%, 6-year DFS 84%, FFTF 81%, OS and
EFS 97% each. None of the patients developed a second tumor
or leukemia within the follow-up. The reduction in treatment
intensity had no effect on response in patients with stage I1
Hodgkin’s disease and poor prognosis.

Combination of chemotherapy and irradiation improved treat-
ment response in most patients with stage I-1I Hodgkin’s disease.
However, there were cases non-responsive to standard combination
schedules of chemoradiotherapy. These included patients with
stage I-II Hodgkin’s disease and massive involvement of
mediastinal lymph nodes (MTI>0.33). We compared response to
combination chemoradiotherapy in patients with massive medi-
astinal involvement and those receiving the same treatment but
having a smaller mediastinum involvement (MT1<0.33). During
1980 through 1997 75 patients with MTI>0.33 and 46 patients with
MTI<0.33 received 3 cycles of CVPP + irradiation of all lymph
nodes above the diaphragm at a total tumor dose 36 Gy + 3 cycles
of CVPP. Median follow-up was 48 months. CR in the cases with
MTI>0.33 was 85% versus 100% in the group with MTI<0.33, the
difference being statistically significant (p=0.001). Survival rates in
the MTI>0.33 group were also significantly lower than in the
MTI<0.33 group, cf. 6~year DES 74% vs 93% (p<0.05), FFTF
64% vs 93% (p<0.05), EFS 62% vs 92% (p<0.05). The only char-
acteristic that was equal in the two groups in question was OS (91%
and 100%, respectively). This study demonstrated that treatment
consisting of 6 cycles of first line chemotherapy -+ irradiation of all
lymph nodes above the diaphragm at a total tumor dose 36 Gy was
not sufficient for patients with stage IT Hodgkin’s disease and poor
prognosis, and that new schedules should be developed for this
patient population.

Differential approach is reasonable when choosing
treatment strategy in Hodgkin’s disease. The reduced program
consisting of 2 cycles of CVPP + irradiation of initial involve-
ment regions at a total tumor dose 36 Gy + 2 cycles of CVPP is
effective and may be considered the treatment of choice in
stage I-1I Hodgkin’s disease with a good prognosis since it
ensures very high long-term survival rate with a good quality of
life. For patients with stage II Hodgkin’s disease and poor
prognosis a combined therapy may be recommended that
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Kauraecxkue uccaredoBbarus

Tlonuere peMuccui OBLIM HOCTUTHYTH Y 98% GONBHBIX, 6-JICTHSL
DES — y 84%, FFTF — y 81%, OS u EFS — y 97%. Bropuusnsie
OITYXOJIV M JISHKO3B! B ITOM rpyrie GONbHBIX Ha YKa3aHHBIA CPOK
HabmogeHus He oTMedeHsl. CoKpallleHHe TIPOTPaMMEBI JIEYEHHS B
rpymie 6oabHEX co 11 crammeit mumborpaHyinemMarosa u Hebnaro-
IPHATHBIM IIPOTHO30M HE CHU3HAO 3G PEKTUBHOCTH TCYCHUSL.

CoyeTadue XUMUOTEPATTAH 1 JIY9€BOH TEPAIUH IIO3BOIIIO YIIyd-
1IIUTh PE3YIBTATH JIEYSHYS ¥ Gonmbiioil actit 6onpHbIX ¢ I—II cramu-
et IaMdorpaHyIeMaro3a, OHAKO JO HACTOSIIET0 MOMEHTA OCTAeTCs
Ipymma OOMGHBIX IMOOTpaHyIeMaTo30M, LI KOTOPEX. COBPEMEH-
HOE CTaHIAPTHOS KOMOWHMPOBAHHOS XMMMONYYEBOS JICYEHME IIO-
MpeXHeMY HeIoCTaToIHo addexrrnio. D10 6ompHee ¢ I—I1 cragu-
el mMdOrpaHyIIeMaTo3a ¢ MaCCHBHBIM IIOpaKeHueM JuMbOy3ioB
cpepocrenust (MTIA>0,33). Bout nposeneH aHamms 3O QekTHBHOCTH
KOMOVHUPOBAHHOMN XUMHOMYYEBOi Tepalliil ¥ OONMBHEIX ¢ MacCHB-
HBIM TIOpaKeHeM CPEIOCTEHYS B CPABHEHWH ¢ OOIBHBIME, IIOIyYaB-
IIIFMI TAKYIO K€ Tepaliio, HO MMEeBIIIAMI MEHBLIIE Pa3MepPhl Cpeo-
crenna (MTH<0,33). C 1980 110 1997 1 75 GonpHbx ¢ MTIH>0,33 1
46 GonkHeIx ¢ MTHU<0,33 momyyany Je4eHu e 110 NporpamMme: 3 LiuK-
na TIBIIII + ofiyyenue Bcex numMdaTHYECKUX KOJIIEKTOPOB BEILIIE
amadparMel B CYMMApHO# ouarosoii mose 36 Ip + 3 muxma IIBIIIT.
Menmuana npocneskeHHOCTH coctaBina 48 mec. YacTora IoNMHEIX pe-
MHECCHE B TpyIule GonbHeX ¢ MTH>0,33 oxazanachk cTaTuCTUISCKIT
3HAYMMO HIDKE ¥ COCTaBIUIA I 85% 1o cpasHenmo co 100% B
rpymae ¢ MTH<0,33 (p=0,001). ITokazaTem BbLKIBaeMOCTH B IPYII-
me OompHEIX ¢ MTW>0,33 Takcke OKa3aIUCh CTATUCTUYECKU
CYIIECTBEHHO XYK€ II0 CPABHEHUIO C TAKOBBIMU B IPYIIIIE GONBHBIX C
MTWU<0,33: 6-neruss DFS mocrurna 74 u 93% COOTBETCTBEHHO
(©<0,05), FFTF — 64 1 93% (p<0,05), a EFS — 62% 1 92% (p<0,05).
W tomsko OS okazanach omuHakoBoit — 91 1 100% cooTBETCTBEHHO.
TIpoBeIeHHOe NCCIeNOBAHKE TIOKA3AIO0, YTO I GoybHbIX ¢ I—II cTa-
Jeit siMborpaHyIeMarTo3a M MACCUBHBIM TIOPAKEHIEM CPENoCTe-
HVST KOMOHHUPOBaHHAS Tepamus B 00keMe 6 IIMKIIOB ITOMMXIMIOTE~
panuy Ieproit JIMHUY + obIyveHye BceX TMMQaTaecKux KOIWIEKTo-
OB BHIIIE JuadparMbl B CyMMapHOil oyaroBoii mose 36 I semsgores
HeTOCTATOMEBIMIEL. JI7I5 5T0M TPy GOMBHEIX HeOGX0IMMO paspabel-
THIBATh MHEIE IIPOTPaMMBEI JIEUSHEIS.

Taxum obpasom, ornpasmaH mudbepeHINPOBAHHBIN rI0AX0H K
JICICHUIO OONBHBIX IUMPOrpaHyIeMaTo30M ¢ PAHHUMY CTagUIMU
3abonesanus. B rpynme Gonprpix ¢ [—I1 cragueit muMdborpanye-
Maro3a W OJaronpHATHEIM TIPOrHO30M KOMOMHHpPOBaHHAA Tepa-
TIFSL IO COKpallleHHOH Iporpamme 2 rukna 1[BIIIT + o6xyyeHue
30H HCXOJHOTO MIOPAXEHHS B CyMMApHOI 09arosoii gose 36 Ip + 2
mukia IIBTITI BeicOKO3(h(ERTHBHA 1 SBISETCS METOAOM BEIOODA,
TaK KaK 00eCIIeIMBAET OYEHb BRICOKYIO JOITOBPEMEHHYIO BEDKHBA-
€MOCTb IIpH XOpOollleM KayecTBe xu3uu. it 6onbuex co 11 cramm-
elt muMborpaHyreMaTo3a ¥ HeOIaropuATHEIM IIPOTHO30M KOM-
GUHMPOBaHHASA TepaITys 1o rrporpamme 3 mukia [IBIITT + obryye-
Hue BeeX TuMGbaTIYeCKX KOJUIEKTOPOB BhIlIe AuadparMbl B CyM-
MapHoif ouarosoit zose 36 Ip + 3 nmuxima IIBIIIT Taxke BHICOKOaD-
¢exTHBHA B 00eCTieUBaeT TaKyIO Xe XOPOIIYIO JOJTOBPEMEHHYIO
BBOKMBACMOCTD, KAK U B TPYIIIE GONLHEIX ¢ ONArONPUATHBIM ITPO-
THO30M. OTHAKO KAYECTBO KM3HU 3THX OOJIBHBIX XyXKe U3-3a IIOBBI-
HIEHHOTO PUCKA PA3BUTHUS BTOPHYHBIX 37I0KAY€CTBEHHEIX HOBOOO-
pasoBanuii. CokparreHue o0bemMa JIyIeBOTO JEUSHHNS B 9TOH IPyII-
rie GOJNBHBIX HE CHM3WIO HEMOCPENCTBEHHBIX M OTHANCHHBIX De-
3YMBTATOB, HO MO3BOJSET HALEATHCA Ha Jydlllee KadecTBO KU3HY.
Jlna GompHEIX co I cTagueit muMdorpaHyneMaTo3a 1 MacCCUBHBIM
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consists of 3 cycles of CVPP + irradiation of all lymph nodes
above the diaphragm at a total tumor dose 36 Gy + 3 cycles of
CVPP because it is highly efficient and provides the same long-
term survival as in the good prognosis population. However, the
quality of life is poorer due to increased risk of second cancer.
Reduction in radiotherapy intensity in this patient group did
not deteriorate immediate and follow-up results while
providing a better quality of life. As far as patients with stage 11
Hodgkin’s disease and massive mediastinum involvement are
concerned, combined therapy consisting of 6 cycles of first line
chemotherapy + irradiation of all lymph nodes above the
diaphragm at a total tumor dose 36 Gy is insufficient and a
more intense treatment should be undertaken.

TIOPaXEHUEM CPEeHOCTEHWA KOMOMHMPOBAHHAS Teparnusd B
ofbeMe 6 LIMKIIOB NOMMXUMHUOTEPAIMI IIEPBOM JIMHIHK + 06mIy-
yeHHUe BCEX MM(aTHIeCKUX KOMIEKTOPOB BEILIe TuadparMbl B
CYMMapHOM ogaroBoil 1o3e 36 Ip ABIAI0TCA HELOCTATOYHBIMIL
i 31X GONBHEIX HeOOXomUMa MHTeHCUDUKALIMY TeUEeHH.
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