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B Poccum B 2002 1. BBIsIBIIEHO 0K0JIO 63 000 ITepBUYHBIX 00/Tb-
HBIX paKOM Jierkoro [2], npubausurenasHo y 12 600 (20%) 601bHbBIX
OBLJT TMarHOCTUPOBAH MEJKOKJETOUHBbI pak jerkoro (MPJI).
V¥ 30—40% u3 HuX BbIsBJIEeHA JOKaJIM30BaHHas (popma 3aboseBa-
aust (JIOMPIT).

W3BecTtHO, uT0O MPJI — 0myxo0Jib, BBICOKOUYBCTBUTEIbHAS K XU -
MUO- U JTydyeBoil Tepanuu. Jlyuesas tepanus (JIT) mpuBoaut K per-
peccuu onyxosun y 60—80% GonbHbIX. OMHAKO B CAMOCTOSITEIbHOM
Buze JIT He yBeIMUMBaeT MPOAOIKUTEIBHOCTD KU3HU OOTBHBIX
W3-3a MOSIBJICHUS] OTJAJIEHHBIX METACTa30B, TPEOYIOLIMX TOMOTHU-
TEJIBHOTO CICTEMHOTO BO3/IEICTBUSI.

B nocnennue 20—30 net xumuotepanus (XT) siBasieTcst OCHOB-
HBIM METOIOM B KoMIulekcHOM JjiedeHun MPJI. 3a ato Bpems oHa
MPOIIIIa TYyTh OT MOHOXMUMMOTEPAITUHM SMOMXIMTHOM U ITMKII0oocda-
MHIOM [0 COBPEMEHHBIX KOMOMHUPOBAHHBIX CXEeM Teparuu,
BKJTIOUAIONIUX TaKWe MperapaThl, KaK MUCIUIATUH (KapOOIIaThH),
9TOMO3UJ, MaKJIUTAKCeN, TOLEeTaKCed, UPUHOTeKaH, TOMOTeKaH,
TIOKCOPYOUTIMH, BUHKPUCTWH U 1ip. VcImonb3oBaHNe HOBBIX PEXKU-
MOB XT MO3BONUIO YBEIUYUTh AJIUTEIbHOCTD KU3HU OOJbHBIX
MPJI B 4—5 pa3 110 cpaBHEHMIO C HEJICUCHHBIMU TTAlIMEHTaAMU.

ITpumeHenue KomouMHUpoBaHHOK XT U XMMUOIYYEeBOro Jeye-
Hus (XJIJ1) y 142 6onpabix MPJI 8 POHIL um. H. H. broxuna
PAMH Hauanock B cepenrHe 70-x I'T. IPOUILIOTO CTOJETUS B CO-
TpynHrdecTBe ¢ HanmonanbubeiM nHcTUTyTOM paka (NCI, CLLA).
[Ipu 3TOM B UCClIeTOBaHUSIX, IPOBOAUMBIX B OTAEJICHUN XUMUOTE-
parmuu HUM KO POHL um. H. H. broxuna PAMH, BriepBbie ObI-
Jla IoKa3aHa 11eJ1eco00pa3HOCTh OMHOBPeMEHHOTo npoBeneHust XT
u JIT HaunHas ¢ nepBbIX 3Tanos jedyeHus [3]. PesynabraTer 20-1eT-
HETO OIbITa JIeUeHUs MPe/ICTaBIEHbI B Ta0. 1.

B Ta61. 2 npeacTaBieHbl JaHHBIE 015 OOJBHBIX U3 3TOM IPYMIIbI,
npoxxuBIIuX oT 7 1o 18 set. M3 Hux 3 maumenTa, momxydaBmmx XT
no cxemam CMC—VAP u CAM, orkazajiuch OT TNpPOBEACHUS
JIT. [Ipodunakrruuyeckoe o0IydyeHUE MO3Ta MPOBEACHO JUIID 5 T1a-
uveHTaM. [lpy auHamuyeckoM HaOIOAEHUS B 3TOW rpymIme y
1 60JIbHOTO BBISIBJIEH paK MOYEBOTO Iy3bipsi, y | — uepe3 15 jiet pe-
uuauB MPJI B ToM e OpoHXe 1 MHOXKECTBEHHbIE METacTa3bl. DTOT
maiyeHT ymep yepe3 17 et nmociue 1 kypca XJUJI [1].
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In 2002 in Russia lung cancer was first diagnosed in 63,000
people [2], about 12,600 (20%) of them had small-cell lung can-
cer (SCLC) with 30 to 40% having local disease (LSCLC).

SCLC is known to be responsive to radio- and chemotherapy.
Radiotherapy (RT) induces response in 60-80% of patients, but
irradiation alone fails to increase survival due to distant metasta-
sis requiring systemic supplementation.

Chemotherapy (CT) was the principal treatment in multi-
modality approaches in patients with SCLC over the last 20-30
years. The method progressed from monochemotherapy with
chlormetine and cyclophosphamide to modern combination
regimens including cisplatin (carboplatin), etoposide, paclitaxel,
docetaxel, irinotecane, topotecane, doxorubicin, vincristine and
other drugs. New CT regimens increased lifetime 4-5-fold aginst
untreated patients.

The N. N. Blokhin CRC in cooperation with US National
Cancer Institute (NCI) started combination CT and chemora-
diotherapy (CRT) in 142 patients with SCLC in mid seventies of
the last century. Chemotherapy Department of the RCRC was
the first to demonstrate efficacy of CT with simulatneous RT
from the very first treatment stages [3]. Results of the 20-year
experience are summarized in table 1.

Table 2 presents 15 cases from this group surviving 7 to 18
years. Three of them were given CT by CMC—VAP and CAM
schedules but refused to receive RT. Prophylactic brain irradia-
tion was performed in 5 patients only. As demonstrated by fol-
low-up, 1 patient developed bladder cancer and another one had
SCLC recurrence in the same bronchus and multiple metastases
and died 17 years after CT cycle 1 [1].

CAV schedule was a common CT regimen both in local and dis-
seminated SCLC until early nineties. However, L. Einhorn et al.
[6] and M. Fukuoka et al. [9] showed CAV to be inadequate in local
SCLC and EP (etoposide plus ciplatin) to have benefit over CAV.
Madian survival of cases with local SCLC receiving irradiation
after EP was 16.8 months versus 11.7 months with CAV (p=0.023).

Combined CT with RT in LSCLC was proven effective in sev-
eral large trials and was recognized worldwide. Meta-analysis of
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Ta6nuua 1 / Table 1

Kom6uHuposaHHoe XJ1J1 («caHpBuy-Tepanus») IOMPJ1 (aanHbie POHL, um. H. H. Bnoxuna PAMH, 1974—1994 rr.)
Combination chemoradiotherapy (“sandwich therapy”) in local SCLC (data of the N. N. Blokhin RCRC, 1974—94)

O6Guwas MepuaHa BbpkuBaemocTb, %
Yucno MonHas pe-
Cxema XJ1J1 adpPpekTuB- o BbDKMBae-
60NbHBIX o Mmuccus, %
HOCTb, % MocTu, mec 2-netHas 5-netHas
[ekcameTunmenaHuH, umknopocpamma, MeToT-
pekcart + JIT!
Hexamethylmelanin, cyclophosphamide, 29 83 24 10,7 10 3
methotrexate + RT?
JloMycTuH, unknodocdamna, metotTpekcaT + JIT!
Lomustine, cyclophosphamide, methotrexate + RT1 22 68 23 1.2 18 7
AnpramMnuUMH, BUHKPUCTUH, Aakap6asuH + J1T1
Adriamycin, vincristine, dacarbasine + RT1 20 85 30 12,8 20 17
CAM + JIT1/CAM + RT1 58 94 64 16,8 16 7
ACE +/1T1/ACE +RT! 13 100 62 11,6 33 15
Bcero/Total 142 — — — 18 9
R c I Medi 2 years 5 years
CRT schedule No. of pts esponse omplete e. tan sur-
rate, % response, % vival, mo )
Survival, %

ACE — pokcopybuuuH, upknodocdammua, atonosumg / doxorubicin, cyclophosphamide, etoposide.
CAM — uumknodocdamna, nokcopydbuumH, metoTpekcart / cyclophosphamide, doxorubicin, methotrexate.
1.CO/M 42—50 Ip / total tumor dose 42—50 Gy.

Jlo Havana 1990-x rr. B JIe4eHUM KakK JIOKAJIU30BaHHOTIO, TaK
U pacnipoctpaHeHHoro M PJI HauboJsiee yacTo ncmoib3oBaiach cxe-
ma CAV. OgHako pa6oTsl, npoBeaeHHble L. Einhorn ¢ coaBT. [6]
u M. Fukuoka c coasrt. [9], mokazanu, uto cxema CAV siBnsieTcst He-
anekBaTHOI nMeHHO Tipu JIOMPJI. [IpenmyiiecTBo rmepen cxeMoit
CAV nmeet kombuHanus EP (aronosun + nucruiatuH). Meauana
BbIKMBaeMoCTH 00JbHBIX JIOMPJI, mpoxoauBiimx o0JydeHMe
nocite XT no cxeme EP, cocraBuita 16,8 Mec, a mpu UCITOIb30BaHUU
cxembl CAV — 11,7 mec (p=0,023).

CoBMecTHOE TTpUMeHeHe KoMOMHMpoBaHHO# X T 1 o0nydyeHust
nipu JI®MPJT onryuumiio obuiee npusHanue. [Mpenmymectso XJLJI
OBLJIO IOKa3aHO B psiie KPYMHBIX padboT. MeTaaHaliu3 gaHHbIX 13
OOJIBIINX PAHIOMU3UPOBAHHBIX UCCIICIOBAHUI IO OLICHKE POJIN
JIT B coueranun ¢ komouHuposanHoi XT y marmenros JIOMPJI
[OKAa3aJI, YTO PUCK CMEPTH Y TOM TPYIIIILbI 00IbHBIX cocTaBui 0,86
10 CPaBHEHMUIO C OOJIbHBIMU, MOTyYaBIIMMU TOJbKO XT. BTO coOT-
BETCTBYET CHIDKEHMIO prcka cMeptu Ha 14% [19]. TpexieTHsis 00-
11ast BbIXXKMBaeMoCTh npu npoBeaeHun XJIJI okazanach Bbillie Ha
5,4%1,4%, 9TO MO3BOJIMIO ITOATBEPAUTH BBIBOA O TOM, YTO BKIJIIO-
YyeHUe OOJTyJYeHUs] TOCTOBEPHO YJIYUIIaeT Pe3yIbTaThl JICUSHMUS
6obHbIX JIOMPJL.

Bomnpoc 06 ontumanbHOM BpeMeHU BkJtouyeHusd JIT y 6051b-
HeIX JIOMPJI, nmonydarommx aJbTepHUPYIOLINE KypChbl KOMOMHM -
poBanHoit XT CAV u EP, uzyunnu N. Murray c coaBt. Tpucrta Bo-
ceMb 00JIbHBIX paHJIOMU3UMpPOBaHbI Ha 2 rpymiibl. [TepBoii rpymre
6oapHBIX MpoBeaecHa JIT cymmapHoit ouaroBoit go3oit (COJl)
40 Ip (15 ppakiuit) ogHOBpeMeHHO ¢ TepBbIM KypcoMm EP (3-s
Henens edeHus ). BTopoii rpyrimne 601bHBIX 00JTydeHUEe TIpOBeIe-
HO B TOU Xe 03¢ OJHOBPEMEHHO ¢ nocyieaHuM Kypcom EP (15-g
Henens gedeHus ). OKa3anoch, UTO KOJMYECTBO TMOJTHBIX PEMUC-
CUIi CYIIIECTBEHHO HE OTJIMUYAJIOCh, OIHAKO Oe3peluuBHAs Bbl-
JKMBaeMOCTb Obl1a JOCTOBEPHO BhIlIE B IpyIe mnojaydapiiux JIT
B OoJiee paHHUe cpoku [17].

13 large randomized clinical trials assessing RT with combina-
tion CT in LSCLC demonstrated that patients receiving this
treatment had a death risk 0.86 as compared to those receiving
CT alone, i. e. a 14% reduction in the death risk was achieved
[19]. Overall 3-year survival in patients receiving RT was better
by 5.4+1.4% which confirmed the significant benefit of RT addi-
tion in treatment regimens of LSCLC patients.

N. Murray et al. studied optimal timing for RT in LSCLC
patients receiving alternating cycles of combined CAV and EP
CT. 308 patients per arm were randomized to receive irradia-
tion at 40 Gy by 15 fractions beginning from week 3 together
with EP cycle 1 or the same irradiation at the EP last cycle,
i. e. beginning from week 15 of treatment. Although there was
no significant difference in complete response rates, disease
free survival was significantly better in the arm receiving RT
earlier [17].

In 1997 the National Cancer Institute of Canada reported
SCLC survival data with respect to RT timing [17] that are sum-
marized in table 3.

As seen, the 5-, 6- and 7-year survival rates were much high-
er in the early RT group. However, at the 10th Lung Cancer
Congress in Vancouver (2003) L. James et al. [10] reported out-
comes of a multicenter randomized trial (1993—2002) aimed to
compare early (at CT cycle 2) and late (at CT cycle 6) RT tim-
ing that demonstrated no difference between early and late RT
in terms of objective response, median survival or 3-year sur-
vival (table 4).

D. Fried et al. presented outcomes of a meta-analysis of 7 ran-
domized clinical trials including 1524 patients with LSCLC at the
same congress in Vancouver. There was a slight though significant
increase in the 2-year survival in the early RT (up to week 9 from
therapy start) group as compared to late RT (after week 9) in
patients receiving prophylactic irradiation of the brain. The differ-
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Tab6nuua 2 / Table 2

XapakTtepucTuka usnedyeHHbix 60sbHbIX JIOMPJ1, nonyyaewux XT v XJ1J1
Characteristics of patients with LSCLC cured by CT and CRT

OGLee cocTosHME Ao3a npopunakTn- Anutenb-
Ne Mon, sos no wkane BO3 Craams Cxema XT Aosa 4YecKoro oosy4eHus HOCTb XU3-
n/n | pact, roabl TNM nT,Ip
K Hauany ne4yeHus ronioBHOro mo3ra, lNp HU, roabl
Lnknodocdamng, rekcameTnnme-
NaHWH, MeToTpekcar
1 M, 36 1 T3NOMO Cyclophosphamide, hexamethylme- 50 34 7
lanin, methotrexate
JlomyCTuH, umknodpochamma,
2 M, 45 1 T2N1MO _merorpexear 46 — 14
Lomustine, cyclophosphamide,
methotrexate
AnpuiaMuLnH, BUHKPUCTUH,
3 M, 48 1 T2N2MO nakap6asunH 48 — 18
Adriamycin, vincristine, dacarbazine
4 M, 55 1 T3N2MO Taxe 50 — 18
The same
5 M, 50 1 T2N1MO Taxe 50 — 14
The same
6 M, 51 0 T2NOMO CMC—VAP — — 11
Linknodpocdamng, NOMyCTuH,
7 M, 49 1 T3NTMO merorpexkcar 48 — 7
Cyclophosphamide, lomustine,
methotrexate
8 M, 55 2 T2N2MO CAM — 30
9 M, 57 2 T3N2MO CAM 42 —
10 X, 55 1 T2N1MO CAM — 30 10
11 M, 54 2 T2N2MO CAM 42 30
12 M, 57 2 T2N2MO CAM 42 30 17
13 M, 52 1 T2N1MO ACE, BMT 45 —
14 M, 56 1 T2N2MO ACE, BMT 45 —
15 M, 48 2 T2N2MO CAM 42 —
WHO perfor- . .
No. | Gender, age | mance status at TNM CT schedule RT dose, _Pro;.:uhy_lactlc brain Survival, yrs
stage Gy irradiation dose, Gy
treatment start
ACE — pokcopybuuuH, unknodocdamma, atonosua / doxorubicin, cyclophosphamide, etoposide.
BMT — TpaHcnnaHTaums KOCTHOro mosra / bone marrow transplantation.
CAM — umknodocdamna, 4OKCopyouumH, MeToTpekcar / cyclophosphamide, doxorubicin, methotrexate.
CMC—VAP — uuknodocdamma, METOTPEKCAT, TIOMYCTUH, BUHKPUCTUH, IOKCOPYOMLMH, Npokap6asuH / cyclophosphamide, methotrexate, lomustin, vincristine,
doxorubicine, procarbazine.
XK — xeHwwuHa / female.
M — myxumnHa / male.

Hammonaneuerit unctutyT paka Kanagst B 1997 1. omy6nunkoBat
JIaHHbIC O BbKMBaeMoCTU 001bHBbIX M PJI B 3aBUCUMOCTH OT Bpeme-
Hu Havana JIT [17]. Dty naHHbIe TTpencTaBieHbl B Ta0. 3. Kak Bum-
HO W3 TaOJINIIBI, 5-, 6- 1 7-JI€THSIST BBDKMBAEMOCTh 3HAYUTEITLHO BbI-
e B rpynmne mauydeHToB ¢ paHHeit JIT. OqgHako L. James ¢ coaBT.
Ha X KOHrpecce 1o paky Jierkoro B Bankysepe (2003) cooOmuiu
pE3yJbTaThl MYJBTULIEHTPOBOTO PAaHIOMMU3UPOBAHHOTO HCCIeI0Ba~
Hust (1993—2002 rT.), T/He CpaBHUBAJIMCH PE3YIBTaThl paHHETO (CO 2-
M Kypcom XT) u mosanero (¢ 6-M kypcom XT) Havana JIT [10]. DT
TMAHHBIC TIPEICTABICHBI B TAa0I. 4.

W3 1abn. 4 BUAHO, YTO HE ObLIO MOJIyYeHO pa3INuuii Py paHHe
wim no3aHei JIT Kak mo ynciy 00beKTUBHBIX 3((PEKTOB, TaK U 110
MeIMaHe BbKMBAeMOCTH U 3-JieTHel BbkuBaeMocTu [10].

Ha tom xe koHrpecce B Bankysepe D. Fried ¢ coaBTt. mpuBenu
pe3yabTaThl MeTaaHaIM3a 7 KIMHUISCKUX PaHIOMU3UPOBAHHBIX
WccliefoBaHmii ¢ BKIoyeHneM 1524 maunenTos ¢ JO®MPJI. Asropsr
OTMETIJIN HeOOJIbIII0e, HO CTATUCTUISCKH 3HAUMMOE YBETMUCHUE
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ence in the 2-year survival was more marked if irradiation was given
by hyperfractions and if CT was platinum-based (table 5) [8].

Over the last years there is a vast discussion of the role of RT
dose fractionation in the treatment of patients with LSCLC.
There is evidence of increasing response in patients receiving RT
by hyperfractions twice daily against once daily irradiation [4;
12; 13; 15].

At the same congress in Vancouver S. Schild et al. [22]
reported follow-up outcomes in a phase III clinical trial to com-
pare response to RT once versus twice daily in 261 patients
LSCLC receiving 3 cycles of EP CT. The patients were divided
into groups to receive irradiation either once daily (total tumor
dose 50 Gy by 28 fractions) or twice daily (at total tumor dose
24 Gy by 16 fractions to be continued after a 2.5-week interval at
24 Gy by 16 fractions). All patients were given 2 cycles of EP CT
together with RT and another CT cycle by the same schedule
after RT completion. There were no significant differences in



2-netHeil BbpkuBaeMocTy ipu panHeit JIT (o 9 nex ot nauana XT)
1Mo cpaBHeHUIO ¢ o3aHUM HauyajnoM JIT (Gosiee 9 Hen oT Hauana
XT) u npu npodunakruyeckom odaydyeHun mo3ra. bosee 3Haun-
MO€ yBeJIMueHUe 2-JIeTHel BIKUBAEMOCTU OTMEUEHO TIPU MPOBe-
JNIEHUU OOJy4yeHUs B peXUMe TUurepdpakiimOHUpOBaHUs, a TAaKXKe
TIPY UCTIONb30BaHUM TuTaTnHOCconepskammux cxem XT [8].

B nocaenHue roapl akTUBHO 00CYKAAeTCs 3HaYeHUe (hpaKimo-
HupoBaHus 103 JIT mpu neyenun JIOMPJI. Umerotest coobIieHUst
0 Oouibleit 3(p(PeKTUBHOCTH JIeYSHUST TP TUTIeppakKIMOHUPOBA-
HuU 103, npu nipoeneHnu JIT 2 pasza B IeHb TIO CPaBHEHUIO C OJI-
HOKpaTHbIM oOsiyueHueM [4; 12; 13; 15;].

Ha xonrpecce mo paky jerkoro B Bankysepe S. Schild ¢ coaBrt.
[22] coobimnu 06 otnaneHHbIx pedynasraTtax I ¢assl kKinHuyec-
Kux ucciaepoBanuii addexruHoctu JIT, mpoBenerHoit 1 uau 2 pa-
3a B ieHb npu JIOMPJI (tabax. 5).

B uccnenoBanne 611 BKitoueH 261 6onpHoit MPJI, mpoBoan-
sock 3 kypca XT o cxeme EP (arono3un + mucruiatux). 3atem na-
LIMEHTOB MepBoil rpynibl oonydyanu 1 pas B neHs (COJL 50 Ip, 28
¢pakumii), a Bo Bropoii rpynme JIT nmpoBoauiack 2 pa3a B IeHb
(CO/ 24 Ip, 16 dpakumii, 3aTeM mociie 2,5 Hell epephiBa MPOI0JI-
xanacek JIT COJ 24 Ip, 16 dpakunii). Bo BpeMst 00aydeHust Bce
oosnbHbIe TToyvanu 2 Kypca XT no cxeme EP, mo okonuanum JIT —
eme 1 kypc XT 1o Toii ke cxeme. [1pu cpaBHEHUM MeMaHbl BBIKH-
BaeMOCTH, S-JIETHEI BBDKMBAEMOCTH U YKCJIa PEIIMIUBOB JTOCTO-
BEPHBIX pa3aW4uii B TpymIiax He BbIsIBIeHO. Bo BTopoii rpymre oT-
MEUEHO TIOCTOBEPHO OoJbliee yncio 33odaruto [HI—IV ctenenu.

Ha koHdepeHIMM AMEPUKAHCKOTO 00ILIeCTBA 110 KIMHUYECKOMI
onkouioruu (ASCO, 2003) Y. Kotani ¢ coaBr. [14] coob1uiam o pe-
syabrarax Il dasbl kKamHu4Yeckoro usydeHus cxeMbl EP ¢ omHoBpe-
menHoit JIT (CO/, 45 Ip, pasosas ouarosas po3a (POJ) 1,5 Ip,
2 pasa B aeHb) y 44 6onbHbIx JIOMPJI. [Mocne okonyanus XJIJI
6oJibHBIE TToTyYanu 3 Kypca XT mpemapataMu MpMHOTEKAH W IIAC-
TIaTtvH (Tab. 6).

W3 1abi1. 6 BUIHO, YTO OOBEKTUBHOE YJIy4IIEHE OTMEYEHO y 38
(86,4%) 601bHBIX 1 TIOJTHAsT peMuccusa y 6 (13,6%) nauueHTos. On-
HAKO JIEYEHHE COMPOBOXIAIOCH BHICOKMM YPOBHEM TOKCUYHOCTH
IV crenenu (Heiitponienus — y 80%, anemust — y 10%, nundek-
uuu — y 2% GOJBHBIX).

Pesynbrater XJ1JI 54 6onbHbix JIOMPIT nipeacrasumu D. John-
son ¢ coaBT. boabHbie moayyanu XT no cxeme EP ¢ omHoBpeMeH-
ueM nipoBeneHueM JIT o CO/l 48 Ip (obiyuenue 2 pasa B JIeHb),

Ta6nuua 4 / Table 4

Ta6nuua 3 / Table 3

BbiknBaeMocTb 60sbHbIX JIOMPJ1 B 3aBUCUMOCTU OT BpEMe-
Hu Havana JIT, %

Survival of LSCLC patients with respect to RT timing, %

BbnkmsaemocTb
Bpemsa Hayana JIT
5-neTHasa 6-neTHaA 7-neTHaAa
PaHHss / Early 22 19 16
Mo3pHsan / Late 13 12 9
5 years 6 years 7 years
RT start time
Survival

median survival, 5-year survival and chest recurrence rate.
Patients in group 2 developed grade I11-1V esophagitis signifi-
cantly more frequently.

Y. Kotani [14] reported outcomes of phase II clinical study of
EP with simultaneous RT at a total tumor dose 45 Gy (single
dose 1.5 Gy, twice daily) in 44 patients with LSCLC at the ASCO
2003 conference. After treatment completion the patients
received additionally irinotecane and cisplatin (table 6). As seen,
38 (86.4%) patients responded to treatment with 6 (13.6%) of
them having complete response. However, the treatment was
associated with high rates of grade IV adverse events (neutrope-
nia 80%, infection 2%, anemia 10%).

D. Johnsos et al. reported CT results in 54 LSCLC patients
receiving EP CT and simultaneous RT at a total tumor dose
48 Gy twice daily with CAV CT (4 cycles) to follow. The treat-
ment resulted in increase in median survival up to 20 months as
compared with the 10- to 12-month benefit of all other NCI pro-
tocols including RT once daily and no EP [15].

In 1999 A. T. Turrissi et al. [23] published results of phase I11
randomized clinical trials comparing EP CT and RT twice daily
(total tummor dose 45 Gy, 30 fractions for 3 weeks) with stan-
dard RT (45 Gy, 25 fractions for 5 weeks). The twice daily regi-
men was more efficient than the standard irradiation schedule
and increased survival from 19 to 23 months (p=0.04).

As new drugs were appearing in late nineties, many investiga-
tors started a combination of EP with paclitaxel (PET) and RT in

Pe3ynbTaTbl MyJIbTULLEHTPOBOIO PaHAOMU3UPOBAHHOIO UccneaoBaHusa BpemeHu Havyana JIT npu JIOMPJ1

Results of a multicenter randomized study of RT timing in LSCLC

Bpewms Hauana JIT Dosza IT1, Ip | Ao3a PBI, p | OR (CR+PR), % I::g;z::v:b:;t S?af;::;::)‘;“- nﬁlﬁ;?:::::’ I;)_
Syl I & o r
B I T & 2 s
p — — — — 0,18 0,0006

RT start time RT1 dose, Gy | PBl dose, Gy | OR (CR+PR), % su'r‘"vﬁlfla’%o SU?VX,ZT% Ieﬁ;i‘;i:i;f%

CR — nonHas pemuccus / complete response.
OR — 06wuii acpdekT / objective response.
PBI — npodunakTnyeckoe obnyyeHme mosra / prophylactic brain irradiation.
PR — vactnyHasa pemuccus / partial response.
1 Mposoaunock 15 dpakumii obnyueHus 3a 3 Hen, / 15 fractions for 3 weeks.

2 B yccnenosaHuy NpoBoamaock 6 kypcos XT (ansTepHupyioLumve kypckl CAV 1 EP) /6 CT cycles (alternating CAV and EP cycles).
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Ta6nuua 5 / Table 5

OTpaneHHble pe3yfbTaTbhl paHAOMU3NpoBaHHoro nccnepnosaHus lll pasbl no cpaBHeHuio apPpekTuBHocTu JIT, npoBepeHHon 1 unm 2
pasa B aeHb npu JIGMPJ1
Meta-analysis of randomized clinical studies of RT timing in the combined modality treatment for LSCLC (by D.Fried et al.,

Vancouver, 2003)

MepuaHa Bbli- MoctnyyeBble
Yucno 5-neTHsq Bbl- | YacTtoTa peun- | d3odarutbl TokcuMyHOCTb
6 XVUBaeMocCTH, o o - o MHEBMOHMTbI o
0JIbHbIX >XXUBaemMocTb, % ANBOB, % M—IvVer., % Ver., %
mec M—IvVer., %
pynna 1/ Group 11 131 20,5 21 34 5 5 0
Ipynna 2 / Group 22 130 20,4 22 32 12 6 3
p — — 0,7 0,6 0,05 — 0,04
No. of pts Median sur- |5-year survival,| Recurrence Grade IlI—IV (:);at?aedlil.:\;:): Grade V toxici-
-ofp vival, mo % rate, % esophagitis, % p o ty, %
pneumonitis, %

1 Tpu kypca XT no cxeme EP, 3atem J1T 1 pa3 B aeHb (50 p, 28 dppakuwit) / Three CT cycles by EP schedule followed by RT once daily(50 Gy, 28 fractions).
2 Tpu kypca XT no cxeme EP, 3atem JIT 2 pasa B fieHb (24 p 3a 16 dpakumii, nepepbis 2,5 Hea, 3aTemM 24 [p 3a 16 hpakuumii).
Three CT cycles by EP schedule followed by RT twice daily (24 Gy by 16 fractions, 2.5-week interval followed by 24 Gy by 16 fractions).

¢ nocnenytouieit XT o cxeme CAV (4 kypca). DTa MeToaMKa Jieue-
HUS TI03BOJIWIIA YBEJIMUUTh MEeIMaHy BbDKMBaeMOCTH 10 20 Mec 1o
cpaBHeHuto ¢ 10—12 mec npu apyrux nporokonax NCI, B KoTopbix
He ucroab3oBaiach cxema EP, a JIT npoBoauiack 1 pa3 B aeHb [11].

B 1999 . A. T. Turrissi ¢ coaBt. [23] ony0JnKoBaau pe3yabraThl
111 da3bl paHIOMU3UPOBAHHBIX KIMHUYECKUX UCCICAOBAHUIA 3(-
dexktuBHOCcTH cxeMbl EP u JIT, mpoBogumoii 2 pa3a B geHb (CO/JL,
45 Ip, 30 dpakuuii 3a 3 Hem) ¢ obuenpuHATbIM cTaHaapToMm (COJL
45 Ip, 25 dppaxmuii 3a 5 Hex). [TokazaHO TTPEUMYIIIECTBO METOIUKHI
001yyeHus 2 pa3a B IeHb (yBeJMUYEeHUE BbIXKMBaeMoCcTH ¢ 19 no
23 mec, p = 0,04).

B konue 1990-x rr. mocjie MmosiBJeHUsT XMMUOIIperapaToB HO-
BOTO IMOKOJICHHSI MHOTH€ aBTOPBI CTAIM TPUMEHSITh KOMOMHAIIUIO
cxembl EP ¢ maknurakcenom (PET) npu JI®OMPII B couetanuu
cJIT [5; 7; 16; 21]. Pa3oBas no3a makintakcena coctapisuia 100—
175 mr/m2 B 1-i1 geHb, sTonosuna — 60— 100 Mr/M2 BHyTPMBEHHO
WAX BHYTpb B 1—3-ii uam BO 2—5-W OHU, UMCIJIaTUHA —
60 mMr/m2 B 1-it nennb. Ha ¢one 3—4-ro kypca XT mpoBoauioch
o6nyyenune COJl 42—63 Ip (3a 15—35 dpakuwmii, 1 pa3 B 1eHb).
Crienyet moauepkHyTh, uTo B padote D. Ettinger ¢ coasrt. [7] JIT
npoBoauau 2 pasa B neHb (COJl 45 Ip, 30 ¢dpakiuit) HauuHas ¢

Tab6nuua 6 / Table 6

the treatment of patients with LSCLC [5; 7; 16;21]. Paclitaxel at
a single dose 100—175 mg/m2 on day 1, etoposide 60—
100 mg/m?2 intravenously and orally on days 1—3 or 2—35, cis-
platin 60 mg/m2 on day 1. At CT cycles 3—4 the patients
received irradiation at a total tumor dose 42—63 Gy (by 15—35
fractions once daily). Note, that in the report by D. Ettinger et
al. RT was given twice daily (45 Gy, 30 fractions) beginning from
CT cycle 1. Objective response was 64—96% with a complete
response 13 to 81%. Median survival was 21—22.3 months, 1-
year survival reached 63—83%. Simulatenous CT and RT were
tolerated rather well as given both by hyperfractioning and by
standard technique, however the problem of RT optimal timing
remained open.

Basing on phase III clinical trial [18] demonstrating a benefit
of the irinotecane plus cisplatin schedule as compared with
etoposide plus cisplatin combination in advanced SCLC
(response rate 84 vs 68%, p=0.02; median survival 12.8 vs 9.4
months respectively) a clinical trial may be useful to study cis-
platin plus irinotecane combination with RT in LSCLC.

In 2003 the Chemotherapy Department of the N. N. Blokhin
RCRC started a clinical study to compare two CT schedules such

Il paza knuHnyeckoro nsyyeHus cxemol EP u ogHoBpemeHHoi JIT ¢ nocneayowmm BBEeAeHUeM UPUHOTEKaAHA U LiucnjaTuHa 'y 6onb-

HbIX ¢ JIOMPJ1
Phase Il clinical study of EP and simultaneous RT followed by irinotecane plus cisplatin therapy in LSCLC
TokcuyHocTb IV cT, %
Yucno 60nbHbIX OR, % CR, %
HenTponeHus AHemus UHdekunn
EP + 1T / EP +RT! 44 86,4 13,6 80 10 2
Neutropenia Anemia Infections
No. of pts OR, % CR, %
Grade IV toxicity, %

CR — nonHas pemucecusi / complete response.
OR — o6wwit adbdekT / objective response.

1 Lncnnatun, 80 mMr/m2 B 1-ii igHb, aTonoaua, 100 mr/m2 B 1—3-it aum + 1T 1,5 Ip 2 pasa B aeHb, CO/ 45 p.
Cisplatin 80mg/m2 day 1, etoposide 100mg/m2 days 1—3 + RT 1.5 Gy x 2 times daily, total tumor dose 45 Gy.
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1-ro kypca XT. YpoBeHb 00beKTUBHOrO 3(hdekra cocTaBui 64—
96%, TIpy 3TOM YaCTOTa IOJHBIX PEMUCCUIA Kojebanack oT 13 no
81%. MeanaHa BbKMBaeMOCTH cocTaBuia 21—22,3 mec, a 1-yer-
HSISI BBDKMBaeMoCTh — 63—83%. DTu uccienoBaHus oKa3anu
npuemieMyio rnepeHocumoctb XJIJI Kak mpu MeToauKe rurep-
(GpakIMOHUPOBAHUS, TAK U IIPU CTAaHIAPTHOU METOIUKE 00IyUe-
HUsI, HO HE CMOTIJIM OTBETUTb Ha BOIMPOC O HAWIYYIIEM BPeMEHU
Hayvana JIT.

Kaxk nokazanu gannbie 111 ¢a3br KnuHuueckux ucnbiTanuii [18]
0 00Jiee BBICOKOI 3(P(HEeKTUBHOCTH CXeMbl UPUHOTEKAH + IIMCTIIa-
THUH TI0 CPaBHEHUIO ¢ KOMOWHAIIMEN TOMO3W + MMCIUIATUH TPU
pacnipoctpaneHHOM MPJI (ypoBeHb 00beKTUBHOTO 3hhekTa — 84
u 68%, p=0,02; menuaHa BbKUBaeMocTy — 12,8 u 9,4 mMec coor-
BETCTBEHHO), BO3MOXHO TMPOBEACHNE KIMHUYECKUX UCCIea0Ba~
HUI cXeMbl UCTUTaTuH + upuHotekaH (Pi) mpu JIOMPII B coueTa-
Huu c JIT.

B 2003 . B otnenenuu xumurorepanuu POHLL um. H. H. bioxu-
Ha PAMH HayaT npoToKOJI IO CpaBHUTEIbHON olieHKe 3 (HEeKTUB-
HoctH 2 cxeM XT: aTOmO3ua + LUCIUIATUH M MaKJIATAKCeT + 11~
CIJIATUH B eXeHelneJbHOM pexkume B kKomouHauuu ¢ JIT (POJI
1,5 Ip, CO/ 45 Ip, 2 pa3za B neHb). [IpeaBaputesbHbIC pe3yJIbTaThl
JIeYeHUs MpeJicTaBIeHbl B Ta0JI. 7.

Ha II mexxnynaponaHoit koHdpepeHnu 1o mpodiaeme MPJT (Jlo-
3aHHa, 2002) E. Quioix mpoBesia aHaau3 pe3yJbTaToB JiedueHUs 967
6onbHbIX. CpaBHUBAJACH BBIKMBAEMOCTh MalreHToB B 1990-x TT.
1o cpaBHeHMIO ¢ 1980-mu (Tab. 8). ABTOp yKa3bIBaeT, YTO MeIua-
Ha BbDKMBAEMOCTH, 1- ¥ 2-JIeTHSISI BBLKUBaeMOCTh B 1990-X IT. yBe-
smmuniiack ipu JIOMPJI B 1,5 pa3a, a ipu pacrpocTpaHeHHOM hop-
me MPJI B 3—6 pas [20].

[Tpu pacnpocrpaneHHbIX (popmax MPJI oCHOBHBIM MeTOIOM
neuenus spusiercss XT. I1pu BeipaxkeHHoMm otBete Ha XT st 3a-
KperieHus 3 deKTa WK ¢ MaJUIMaTUBHOU LIEJIbIO IS YMEHbIIIE-
HUS TATOCTHBIX JIETOUHBIX cCUMITTOMOB nipoBoauTcs JIT Ha obiacth
nepBuYHO omyxonu. JIT mMMUpoKo mpuMeHsIeTCsl B TAJJTMaTUBHOM
JIeYeHUU MEeTacTa30B B TOJIOBHOW MO3I, KOCTH, HAAIOYCUHUKU
u apyrue opranbl U TkaHu. [lannuatusHas JIT He BiuseT Ha oO1Ly10
BbBDKMBAEMOCTb 00JIbHBIX paciipoctpaHeHHoi hopmoit MPJI. [Tpu ee
nposeaeHun PO/, COJl u 06beM 00TydeHUS ONPEIESIIOTCS TOJIb-
KO TSIKECThIO CUMIITOMOB M IPOTHO3UPYEMBIM CPOKOM XWU3HU
00JIBHOTO.

3ak/oueHne
XJUT siBnsteTcst oO1enpu3HaHHbIM MeToioM JiedeHust JTOMPJL.

1. Cxema EP nmeet npenmyiectso repen cxemoit CAV mipu JIOMPII.

2. JIT, navaras Ha 1—3-it Henene XT (panHssa JIT), ysenmuuuBaeT 5-
JIETHIOIO BBIKMBaeMOCTh 10 20—25%.

3. HccrnenoBaHus MOCIEIHNX JIET YKa3bIBAIOT HA YBEJTUUEHUE BbI-
SKUBAEMOCTH TIpM 00JTlydeHUH 2 pa3a B IeHb 1o cpaBHeHUIO ¢ JIT
1 pa3 B aeHb.

4. Tlpu JI®OMPJI nmepcniektuBHOI siBIsieTcst KomOuHarwmst JIT ¢ Ho-
BbiMU cxemamu XT (makiuTakcen + LUCIUIATUH, AoLieTakcen +
[UCTUTATUH, UPUHOTEKAH + IUCIUIATUH U JIP.).

5. Ilpu pacnpoctpaHeHHoM opme MPJI OCHOBHBIM METOIOM Jie-
yeHus seisietcss XT. [Ipu Metacta3ax B TOJIOBHOW MO3T, KOCTH,
HaAMOYEYHUKH U . ¢ NTAJLIMaTUBHOM 1Lieblo npuMmeHsieTcs JIT.
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MpepBaputenbHbie pe3ynbtaTtbl XJ1J1 JIOMPJ1 (oaHHbIE OT-
Aenenns xummotepanum POHL, um. H. H. Bhoxuia PAMH)
Interim results of CRT in LSCLC. Data of Chemotherapy
Department, N. N. Blokhin RCRC RAMS

Konu- OGwwmii apdexT | Hejirpo-
33oda-
4YecTBO neHvsa mrller
6O0NbHbIX Icr. )
CR PR
pynna 1
Group 11 4 3 1 1 1
pynna 2
Group 22 4 3 1 2 3
CR PR
No. of Grade lll | Grade Il
pis neu- esopha-
Objective response | tropenia gitis

CR — nonHas pemuccus / complete remission.

PR — vacTtuyHas pemuccus / partial remission.

1 3tonosug, 100 Mr/M2 B 1, 8, 15-i1 gHu1, umcnnaTtuH, 30 Mr/M2 B 1,8,
15- gHn + IT PO, 1,5 Tp 2 pa3a B aeHb o COM 45 Ip.

Etoposide 100 mg/m?2 days 1, 8, 15, cisplatin 30 mg/m2 days 1, 8, 15 +
RT single tumor dose 1.5 Gy x 2 times daily up to a total tumor dose 45 Gy.
2 Naknutakcen, 100 mr/m2 8 1, 8, 15-i1 gHu, umcnnatui, 45 Mr/mM2 8 1, 8,
15-i1 gHn + NT PO, 1,5 p 2 pasa B aeHb go COL 45 Ip.

Paclitaxel 100 mg/m?2 days 1, 8, 15, cisplatin 45 mg/m?2 days 1, 8, 15+ RT
single tumor dose 1.5 Gy x 2 times daily up to a total tumor dose 45 Gy.

as etoposide plus cisplatin and paclitaxel plus cisplatin weekly in
combination with RT (at a single tumor dose 1.5 Gy twice daily
to a total tumor dose 45 Gy). Interim results of this study are
summarized in table 7.

At the 2nd International SCLC conference in Lausanne
(2002) E. Quioix reported results of treatment of 967 patients to
compare survival data of the nineties with those of the eighties
(table 8). The author found median survival, 1- and 2-year sur-
vival rates to rise 1.5-fold in LSCLC and by 3—6-fold in SCLC
in the nineties [20].

CT is the principal treatment modality in advanced SCLC.
RT of the primary is given to patients with marked response to
CT to consolidate the effect or as palliation to ameliorate severe
lung symptoms. Palliative irradiation of the brain, bones,
adrenals and other sites is widely used. Palliative RT has no effect
on overall survival in advanced SCLC or RT single or total
dosage, irradiation volume depending on severity of symptoms
and prognosis of lifetime only.

Conclusion
CRT is a commonly recognized treatment in LSCLC.

1. EP has a benefit in LSCLC as compared to CAV.

2. RT started on week 1 or 2 from CT start (early RT) increases
S-year survival up to 20—25%.

3. There is recent evidence that RT twice daily increases sur-
vival as compared to once daily RT.

4. Combinations of other cytostatics (paclitaxel + cisplatin,
docetaxel + cisplatin, irinotecane + cisplatin etc.) with RT
are promising in LSCLC.

5. CT is the principal modality in advanced SCLC. RT may be
useful as palliation in metastasis to the brain, bones, adrenals
and other sites.
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Ta6nuua 8 / Table 8
BbhkuBaemocTb 60nbHbIx MPJ1 (aHanu3 pe3synbtaToB nevyeHns 967 60sbHbIX)
Survival of SCLC patients (analysis of treatment outcomes in 967 cases)

MeauaHa BbDKMBAa€MOCTU, MeC 1-neTHNAS BbXUBAEMOCTb, % 2-neTHAS BbIXXMBAeMOCTb, %
Foabl
LSCLC ASCLC LSCLC ASCLC LSCLC ASCLC
1981—1983 9,2 3,5 42,2 12,1 21,2 1,4
1993—1995 14,0 9,6 69,5 39,2 32,3 9,3
p 0,002 0,0005 0,002 0,0003 0,006 0,0001
LSCLC ASCLC LSCLC ASCLC LSCLC ASCLC
Years
Median survival, mo 1-year survival, % 2-year survival, %

LSCLC — nokanunsosaHHas dopma MPJ1 / localized SCLC.
ASCLC — pacnpocTtpaHerHas ¢popma MPJ1 / advanced SCLC.

10.
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14.
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