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POJIb FTEMUHUTABUHA (I'EM3APA) B TEPAIIMH
HEONEPABEJIbHOI'O HEMEJIKOKJETOYHOTO
PAKA JIETKOTI'O

HHH knunuueckoti onkonocuu

lemuntabuu (remsap, komnauns «Eli Lylli») ssngercsa on-
HUM U3 Hanbonee 3(h(PeKTHBHLIX NPENapaToB, BBEAEHHBIX B OH-
KOJOTHIECKYIO MPaKTUKY B nocienHee spems. Hanbonee uacto
TeMUHTAONH MPUMEHSETCS MPH paKe NOLKENYAOUHON JKeNesbl,
JETKOro, MOJIOUHOH KENe3bl, MOUEBOrO My3bIp.

Temuurabun npeacrasaseT coboi 2’-pesoxcu-27, 27-aud-
TOPUMTHINWH MOHOTHAPOXJOPHJ, OTHOCUTCS K NPOH3BOIHBIM
MUPUMUINHA, ABJSIETC HOBbIM aHTMMeTaboauTom. [Ipenapar
MeTaboIM3upyeTCs B KIIETKaX MeueHH, MOUeK U APYruX TKaHAX
¢ yuacTieM (epMeHTa LUNTHAMHIE3aMHHa3bl. B nipouecce Bay-
TPUKAETOYHOrO 0OMeHa 00pa3ytOTCsl aKTHBHBIC O~ U TpUpOC-
(hopHbIE HYKIEO3Hbl. BHYTpPUKIETOUHAA KOHLEHTPALUA Tpe-
mapara BO3pacTacT MPOMNOPLUOHANBHO €ro KOHUEHTpaLuH
B MJ1a3Me. BuIBoAHTCA npenapar NpeuMyLLECTBEHHO B BUAE He-
AKTUBHOTO ypaUMJIOBOTO METadOINTA, B OCHOBHOM C MOUOH.

[Tpu [ paze kIuHHUECKOrO U3YUEHUS YCTAHOBIIEHO, YTO ON-
THMaJILHBIM SIBJISIETCH BHYTPUBEHHOE BBEACHHE reMUUTa0HHa
8 03¢ 1000—1250 mMr/m* (30-MuHYTHAS HH(Y3UA) B TeHUEHHE
3 nen (1, 8, 15-# pHwn) kaxaoro 4-nesensHoro kypea. Ilpu ta-
KOM pexuMe JIeHEHUS TUMHTUPYIONAs TOKCHUHOCTb NPOSBIA-
etcs rpadynounrtornenueit [1—IV crenenn y 10—28% 6onb-
HBIX C JIUTENbHOCTBIO B cpeaHeMm 7 naHeit. Moryr
Habmoaarbest Apyrue nobouHbie 3(eKThi: MOBLILIEHHE TEM-
nepatypsl 10 38——39 °C, 03H00, ronosHas 00fb, acTeHUS
(rpunnonono6Helii cunapom) 20—30%, nepudepuueckue

otexn 9—30%, tpomOouuronenus 1—5%, nuapes — 8%,
cToMaTuT — 7%, TolHOTa U pBoTa — 1%, KoxkHas cbllb 6—
9%, anoneuuss — 13%, onucaHbl €AWHUYHBIE Cly4yau pPa3BU-

THs JerouHoit TokcuuHoctu [1, 9, 23].

HMexops 3 Toro, uto ontumanbHblit (OCHOBHOM) peXHM BBe-
JIEHHS TeMUMTAO0MHA PeaiKo COMPOBOMKAAETCS BO3HHUKHOBEHUEM
JUMHATUPYIOLLEH TOKCUUHOCTH, ObLIN TTPOBE/IEHB! KIMHUUECKHE
UCCIIE0BAHUS € YBEAUUCHHUEM Pa30BOH /103bl M AMUTEALHOCTH
uH$y3HUU npenapara.

IMoBbliieHue 103bl reMuuTabnHa NPUBENO K YBEJIMUEHHIO
NPOABIEHUH TOKCHUHOCTH.

[lpu neuenun 52 OGoNbHBIX reMuutTabuHOM B j03e 5,7 r/m’
(30-munytHas uHdy3ns) | pa3z B 2 HeA yCTAHOBIEHO 3HAYMTE N b-
HOE yuallieHWe TpaHyJIOLMTONEHNH, TEMNEpaTypHOil peakuuu
1 0CcOOEHHO pe3Koil acTeHHH, HacToTa KoTopoit cocTasuna 44%
[28]. B npyrom uccnenoanuu [20] B pe3yabrare CpaBHEHHS OC-
HOBHOTO W BBICOKOI030BOTO PEKHUMOB OTMEUEHO HapacTaHue
rpuninonoao6Horo cuHapoma — 19,8 u 63,3%, TpomMbouMTONE-
HUU — 4,7 1 25,6% COOTBETCTBEHHO HapsALy € YUalleHHeM 3Ha-
UWTEABHOW TPaHyIOUUTONEHHH.

Hapacranue TokcnuHocTH ObLIO A0Ka3aHO NPH YBEJIHUYEHUH
BpeMeHH UH(Y3UKN reMunTadHHa.

S.L.Gutorov, N.N.Semenov, M.R.Lichinitser

GEMCYTABINE (GEMSAR) IN THERAPY
FOR INOPERABLE NON-SMALL CELL LUNG
CANCER
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Gemcytabine (Gemsar, Eli Lylli) is a most effective
recent anticancer drug mainly used for pancreatic, lung,
breast and bladder cancers.

Gemcytabine is 2° -desoxy- 2°, 2’-difluorocytidine mono-
hydrochloride, a new pyrimidine antimetabolite. The drug is
metabolized in liver, kidneys and other tissues under the effect
of cytidinedesaminase. Active di- and triphosphoric nucleo-
sides are generated as a result of intracellular exchange.
Intracellular drug concentration increases in proportion to its
plasma concentration. Gemcytabine is mostly eliminated in
urine as inactive uracyl metabolite.

Phase I clinical trial established optimal gemcytabine ther-
apy to consist of cyclic drug administration at a dose 1000-
1250 mg/m? by 30-min intravenous infusion for 3 weeks (days
1, 8, 15) every 4 weeks. The regimen limiting toxicity con-
sisted of grade I1I-1V granulocytopenia observed at a frequen-
cy 10-28% with a mean duration 7 days. Other side-effects
included fever up to 38-39°C, chilis, headache, asthenia (grip-
like syndrome) (20-30%), peripheral edema (9-30%), throm-
bocytopenia (1-5%), diarrhea (8%), stomatitis (7%), nausea
and vomiting (11%), skin rash (6-9%), alopecia (13%), lung
toxicity was observed in very rare cases [1,9,23].

Since the limiting toxicity is not typical for the optimal
(basic) regimen we attempted a clinical trial with a single
dose escalation and a longer infusion duration.

The toxicity was increasing with gemcytabine dose esca-
lation.

Administration of gemcytabine at 5.7 g/m* by 30-min
infusion once in 2 weeks to 52 patients led to a considerable
increase in frequency of granulocytopenia, fever and espe-
cially of asthenia which was observed in 44% of the cases
[28]. Another study [20] compared the basic and high-dose
regimens to discover an increase in grip-like syndrome
19.5% vs 63.3%, thrombocytopenia 4.7% vs 25.6% and con-
siderable granulocytopenia.

The toxicity was also shown to increase with duration of
infusion.

Limiting toxicity was observed at a gemcytabine dose
300 mg/m? as administered by weekly 6-hour infusion [22].

The study of gemcytabine administration by infusion is in
progress.

Gemceytabine antitumor effect was studied in patients
with non-small cell lung cancer.

Gemcytabine monotherapy was performed by the basic
regimen in all studies reported (1000-1250 mg/m* weekly,
by 30-min infusion). Gemcytabine therapy was given to 151
untreated patients with a response 21.8%, mean duration 7.6
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Kavnunecxue uccaedobarus

Tak, npu exxeHenenbHO 6-uacoBO HHPY3UU TUMHTHPYIOWAS
TOKCUYHOCTb BO3ZHMKAET TIPH f03€ remimrabuHa 300 mr/m® [22].

PexHMbI MH(Y3HOHHOTO BBEACHUS reMUUTabHHA NPONOITKa-
HOT M3yHaThCs.

IMpoTtueoonyxoneBoe neicTBHe reMUHTa0NHA ObITO W3YHEHO
v OONBHBIX HEMEKOKJIETOUHBIM PakoM JIETKOTO.

[Ipu camMoCTOsITEIbHOM MPUMEHEHUH BO BCEX MCCIEAOBAHM-
AX OBl MCNOJNB30BAH OCHOBHON PEXUM JIEUEHHS TeMUMTAOU-
Hom (1000—1250 Mr/m* B Hememo, 30-MuHyTHas HH(py3HUR).
Y npesxie HeneueHsIX H0NIbHBIX B UCCIIENOBAHUHN Y 151 BonbHO-
ro yactota addekra cocraruna 21,8% npu cpenneit nponomiu-
Tenbnoctn 7,6 mec. [lpn atom wedtponenns HI—IV crenenn
Obna To1bKO B 25,3% cnyuaes [15]. B apyrom wuccienoBaHuu
[10] ycranoBaeHo, uro ao3el 1000 u 1250 mr/m® ominuuii no
MPOTHUBOOIYX0AEBOM akTuBHOCTH (26 1 20,9%) 1 vacrore rpa-
Hynouutorneuun (9,6 u 10,4%) He umeror.

TeMumTabun aekTUBEH Npu pasnuvHbX Mopdonoruuec-
KMX (popMax HEMENKOKIETOUHOr0 paKa Jerkoro.

Cpezin 67 00BLHBIX HacTOTa MPOTHBOOMYXOJEBOTO d(pexTa
cocrasmia 21,9% (apenokapuuroma — 29,4%, KpynHOK1eTO -
HBIH paK — 33,3%, NNOCKOKAeTOUHbI pak — 11,1%) [29].

K HacTosemy BpeMeHH yCTAHOBIIEHO, YTO B MEPBOH TMHUK
JIeYeHNsT HEMENKOKNETOYHOTO DPAKa JErKOTo reMIIMTadMH He
TOJILKO HE YCTYNAET 110 NPOTUBOOITYXOJIEBOH aKTHBHOCTH CTaH-
AAapPTHOMY JIEYEHHIO LUCIUIATHMHOM W 3TOMO3MIAOM, HO MMECT
TIPEMMYLIECTBA 110 TIEPEHOCUMOCTH XUMUOTEPAITIH,

Tlpu nevennn 146 GonbHbIX cpaBHuBand remuutabun (1000
MI/M? B HEZIETIO, OCHOBHOI PEXKUM) M KOMOUHALHMIO LIXCNATH-
Ha (100 mr/m’, 1-it renp) u 3tomozuna (100 mr/m2, 1—3-it 1aw).
Hactuunas pemuccus nonyuena y 18,2 n 15,3% 60nbHbIX coOT-
BETCTBEHHO [19].

Knunnueckas nosuums remuntabuna yCUAMBAETCA ¢ YUETOM
ero 2(PeKTHBHOCTH APH NPOrPECCHPOBAHKMH PAKa JIETKOTO MO-
Clte JIGUEHUs! LIMCIATHHOM ¥ 3TONo3uaoM. HYacTHuuas pemuc-
cus nosyyena y 25% 00JbHbIX IPH CperHelt NPofoMKHUTENLHO-
ctn 4 mec [13].

[lepcnekTuBubiM sBasieTCs pa3BuTHE SOPEKTHBHBIX KOMO-
HaUMi 10st TeUer s paka Jerkoro ¢ BKIOUEHHE FeMIINTAOHHA,

Ha KneTounbIX JIHHUAX HEMENAKOK/IETOUHOTO paka Aerkoro
YCTAHOBJIEHbB! OTCYTCTBUE MEPEKPECTHON PE3UCTEHTHOCTH TeM-
uuTabuua ¥ uMcniaTMHa, cnabo BBIPAKEHHAS 1EPEKPECTHAR
PE3UCTEHTHOCTH ¢ 3TONO3UAOM [27]. Pa3sBUTHIO HOBBIX KOMOU-
BaUMI CNOCODCTBYET y3Kuit criekTp noGouHbIX 3(PeKToR rem-
uutabuHa B NeueOHbIX 103aX.

3HauuTENbHbIA neuebHbIi H3QdekT ycTaHoBIEH NpH KOMOK-
HaUMK TeMIMTAdMHA M UMCIUIaTHHA Y GONBLHBIX HEMENKOKIE-
TOUHBIM pakom sierkoro 1V cragun. Pesynbrars nposench-
HbIX UCCAENOBAHMIT MPHBENEHDL! B TabnuLE.

PaliHOHABHBIM 1 BBHICOKOIPPEKTHBHBIM PERUMOM MOXKHO
CYNTATL MPUMCHEHHE TeMIMTaOHHa B OOBIYHOM peExHME
(1000—1200 mr/m*, 30- MmunyTHas undysus & 1, 8 u 15-ii annu
C HENEJIbHBIM NePepbiBOM) B KOMOHHALMH ¢ IMcrarutiom (100
Mr/m? B -8 unu 2-i, unu 9-i, unn 15-i JIEHb).

Jleuenue nonyuann Gonwtile ¢ [1IB—IV cramueit Hemenkok-
JIETOUHOIO Paka JIETKOTo, MPEKAE HE MOTyUaBILHE XUMHOTEPA-
nuio. Yactora perpeccun onyxonu cocrapuna 42--58% npu
CpeAHeil NPOLONKHTENBHOCTH OTBETA 6—-8,5 Mec.
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months, grade III-1V neutropenia being reported in 25.3%
only [15]. Another study [10] found doses 1000 and 1250
mg/m® to induce similar clinical response (26.% vs 20.9%)
and granulocytopenia (9.6% vs 10.4%).

Gemcytabine was effective in various morphological
types of non-small cell lung cancer.

A 21.9% response (adenocarcinoma 29.4%, large-cell
carcinoma 33.3%, squamous-cell carcinoma 11.1%) was
achieved in a group of 67 patients [29].

It was established in recent studies that first-line
chemotherapy with gemcytabine for non-small cell lung
cancer had no advantage over standard therapy with cis-
platin and etoposide as to clinical response while demon-
strating a better tolerability.

Comparison of gemcytabine (1000 mg/m* weekly, basic
regimen) and a combination of cisplatin (100 mg/m?, day 1)
and etoposide (100 mg/m?, days 1-3) was performed in a
group of 146 patients. Partial responses were 18.2% vs
15.3%, respectively [19].

Gemcytabine was shown effective in progressive lung
cancer after cisplatin plus etoposide therapy with a partial
response 25%, mean duration 4 months {13].

The use of gemcytabine in combination with other agents
seems to be a promising treatment approach in lung cancer.

Gemcytabine showed no cross-resistance with cisplatin
and mild cross-resistance with etoposide in cell lines of non-
small cell lung carcinoma [27]. The narrow range of gem-
cytabine toxicity at therapeutic dosage may be an impetus
for development of new effective combinations.

Gemcytabine and cisplatin produced a significant thera-
peutic effect in stage ITI-1V non-small cell lung cancer. The
study findings are presented in the table.

Gemcytabine at routine schedule (100 mg/m: 30-min
infusion, days 1, 8, 15 with a 1 week interval) in combina-
tion with cisplatin (100 mg/m?, day 1 or 2 or 9 or 15) may be
considered a rational and highly efficient therapy.

This combination was given to untreated patients with
stage 11tb-1V non-small lung cancer. Tumor regression was
detected in 42-58%, mean duration of response being 6 to
8.5 months.

Time of cisplatin administration did not change treatment
efficacy. However, administration of cisplatin on day 13 is
preferable because earlier administration required withdraw-
al of gemcytabine infusion on day 135 due to toxicity.

Gemcytabine + cisplatin limiting toxicity consisted of

grade I1I-1V thrombocytopenia (21-38%) and grade 111-1V
neutropenia (22-58%).

It is interesting to analyze symptomatic effect of the gern-
cytabine + cisplatin combination. In a group of 88 patients
the treatment resulted in disappearance of pleural effusion in
89%, disappearance or relief of pain in 52%, cough in 50%,
dyspnea in 42%, hemoptysis in 63% of the cases [§].

Objective response to gemcytabine and cisplatin versus
cisplatin (100 mg/n, day 1) and etoposide (100 mg/m?, days
I-3) was compared in 118 patients. Considerable tumor
regression was observed in 48% and 28% respectively.
Respective rates of grade {I1-1V neutropenia were 32% vs
50% [16].
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Tabnnua Table
PeaynbTaThl KIMHMYECKOI 0 U3yuyeHns remumtabuHa v LMCNNaTMHa npu HeonepabGenbHOM HEMENKOKNeTOYHOM pake J1erkoro
Resuits of clinical study of gemcytabine and cisplatin in inoperable non-small cell lung cancer
Noaa remuntaduHa, Ho3a unucnnaruHxa, Yucno 60nbHbIX flonHan + NcTouHmK
mr/m2, 1, 8, 15-11 AHn Mr/M2, neHb BEeACHUN yacTudHas pemuccns, % AnTepaTypbl
1200 100, 1-i1 peHb 52 42 ) [12]
100, day 1
1000 100, 1-1 geHb 26 42 [25]
100, day 1
1000 100, 2- peHb 88 54 8]
100, day 2
1000 100, 9-1 aeHb 46 58 [6]
100, day 9
1200 100, 15-i fAeHb 53 51 2]
100, day 15 :
1200 100, 15-11 AeHb 40 47,5 3]
100, day 15
1000 100, 15-%1 pexHb 43 42 [26]
100, day 15
Gemcytabine dose, Cisplatin dose, No. of patients Complete + References
mg/m2, days 1, 8, 15 mg/m2, administration day partial response, %

BpeMs BBejleHUs] LUCTUIATHHA HE OKa3bIBAIO BINAHUS Ha Jle-
yeGHbIH pe3yiibTar. Mexly Tem palloHaTbHBIM CIEAYET CHUTATh
prEeAeHHe UMcniathha B 15-if aeHb. Ilpu Gonee pannem pBese-
HUM LMcnaaTiia B 50% cayuaes BO3HIKANA HEOOXOAUMOCTD OT-
MEHb] BBEAEHUS IeMUMTabuHa B 15-i AeHb H3-33 TOKCHYHOCTH.

JIAMUTHpYIOLIAs TOKCHUYHOCTH KOMOMHALUMK remuutaduHa
il LMcTnaThHa npeacTaeieHa TpombouuTonenneid [HI—IV cre-
neHn v 21—52% GonbHbix 1 Hefitponenuei [TI—IV crenenn
y 22—-58% OO0JIbHbIX.

[IpejcTaBiseT MHTEPEC aHATI3 CUMNTOMATHIECKOTO d(iek-
Ta NpY BBEAEHUM remunTabuda n uucrartuya. [pu neuenun 88
DOMLHBIX YCTAHOBIEHO MCUE3HOBEHUE TUICBPAJILHOTO BbITIOTA
y 89%, yMeHblIeHUe WK Mpekpalenne Goian y 52%. xawis
y 50%. oabiky v 42%, kposoxapkaHbs y 63% 0onbHbIX [8].

[poBejeHo CpaBHEHHE YaCTOTbI OOBLEKTHBHOTO HpexTa nph
MPUMEHEHMH KOMOMHALMK reMUnTabnHa ¢ UMCNITATHHOM 1 Li1-
crutatuna (100 mr/v®. 1=l iens) ¢ sronosunom (100 mr/im?,
1-—3-ii anu). Jeuenue nonyuann 118 SoubHbiX. 3HAUNTELHAS
perpeccus onyxonu nonyuena y 48 n 28% 00nbHLIX COOTBETCT-
seHHo. Yacrora weitrponenun 11—V creneuu cocrapuna 32
n 50% [16].

TaknuM 00pa3oM, /0Ka3aHo MPEBOCXOACTBO remMuuTadyHa
1 KOMOHHALMM reMUMTadMHA ¢ UMCOIATUHOM f0 CPAaBHEHHIO
C COBPEMEHHBIM CTAHAAPTOM UHMCIUIATHH + ITOTIO3N [PH jieHe-
11UN ©OJbHBIX HEMETTKOKJIETOUHbBIM PAKOM SIEIKOT0.

Wsyuennt Apyrue koMOHHALMM FeMIUTadHHa ¢ MPOTHBOOMYXO-
JIeBLIMH NPErapaTaMi, UMEIOILHMH aKTHBHOCTB TIPH PAKE JIErKoTo.

lpeanoxena komGuHauus remiptadbuna (1000 mr/m?, 1. 8
m 15-it guu) u kapSormaruia (AUC-4. ¢ nocnenyoueit sckasa-
nueit no3sl 10 AUC 5,2 Mr/ma/MuH, nepen BBEACHHEM reMLH-
tabuna, 1-i AeHb Kakaoro 4-neaenbHoro umkia). Ilo npeasa-
PUTENBLHBIM pe3yibraTaM 3a(UKCHPOBAaH OObEKTUBHBIA OTBET
v 4 (31%) 6onbHbIX [5].

Thus, gemcytabine alone or in combination with cisplatin
is shown to have a clinical advantage over routine cisplatin
+ etoposide therapy for non-small ceil lung cancer.

There are other gemcytabine combinations with anti-
cancer agents studied for clinical application in lung cancer.

The combination of gemeytabine (1000 mg/m?, days 1, 8,
15) and carboplatin (AUC 4 mg/ml/min with a dose escala-
tion to AUC 5.2 mg/ml/min before gemcytabine administra-
tion on day | every 4 weeks) induced objective response in
4 (31%) patients [5].

The combination of gemcyvtabine (100 mg/m®) and navel-
bine (25 mg/m?, on days 1 and 8 of every 21 days was effec-
tive in 37% of cases [17].

A higher response (62%) was achteved with a combina-
tion of gemcytabine (100 mg/m?), navelbine (25 mg/m’) and
cisplatin (50 mg/m*) as administered on days | and 8 every
3 weeks in the treatment of 55 patients [7].

The gemcytabine plus etoposide combination was not
very efficient (18-21%) [4.14,24].

The gemcytabine and ifosfamide combination yielded a
partial response of 22-32% [11,18]. While administration of
gemcytabine (1000 mg/m?, days | and 8), ifostamide (3500
mg/m* with mesna on day 2) and cisplatin (80 mg/m, day 2)
resulted in a 60% objective response. Toxicity consisted of
grade ill-1V neutropenia (34.5%), grade I1I-1V thrombocy-
topenia (33.6%) [21].

Clinical study of gemeytabine combinations with various
cvtostatics is in progress.

Consider a clinical case as an illustration of gemcytabine
cfficacy.

Patient N.. a 7d-year old male, had the diagnosis of right lung cancer
(12N3MD) with lung root, mediastinum and right supraclavicular lvmph
node metastases. Histological study discovered squamous-cell carcinoma.
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Kraunveckue uccaedoBarais

Kombunaumns remuurabuna (1000 Mr/m?) u HasensGuna (25
Mr/m?) B 1-it v 8-it iU Kaxa0ro 2 1-AHEBHOTO LKA Obiia -
(extuBHON Y 37% GonbHbIx [17].

Boitee BbicOKHIt pe3ynsTaT 10CTHIHYT NPU KOMOHHALIMN reM-
uutaduna (1000 mr/m*), HaenbGuna (25 Mr/m) u wucnnaTuHa
(50 mr/m?) npyt BBenieHyy B 1-it ¥ 8- AHH KAKAOTO 3-HEAENbHO-
ro kypca. JleueHne 55 60NIbHBIX MPUBEIIO K PerpeccuM OTYXOJH
B 62% cayuaes [7].

He 6nina yCHQLLIHOﬁ KOM6HHauHﬂ FeM[IMTa6I/IHa C 2TOMNO31-
a0M, 3¢ekt otMeueH y 18-—21% Gonbhbix [4, 14, 24].

Ipu ucronkzoBauuu remuurabuna ¢ udocdammuaom vacrora
a¢dexra cocrasia 22—32% [11, 18]. Onnako TNpH BBENEHUH
remuutaduna (1000 mr/ve, 1-it 1 8-it num), upochamuaa (3500
MI/M® ¢ MECHOIA, 2-i feHn) u uMcnnatiua (80 Mr/m?, 2-ii NEeHb)
uacrota o0bexTUBHOrO 3(dekra cocrasuna 60%. Jleuenue co-
NpoBOXJanoch, HeWrponenueid II1—IV crenenn — 34,5%,
Tpombouuntonenueii lI—1V crenenn — 33,6% [21].

Kiuhnueckoe usyuenue xoMOMHAURN reMUMTaOUHA C pas-
JAYHBIMH LUTOCTAaTHYECKUMHU JieKkapcTtBamMu NpoaoJIKAETCH.

B kauecTse wmumoctpauuu sddextTnBHOCTH remuuTabHHa
NPUBOANUM COOCTBEHHOE KIIHHUUECKOE HABGMIOmEH e,

Bonsuoii H., 74 rona. Tnarnos: pax npaporo nerxoro {T2ZN3M1). mcracra-
361 B IUMQOY3IIBI KOPIIst, CPEAVCTENMS 1 NPABOT HAAKMOMMIHOI ofxacTi. [ie-
TOJOrNA: MAOCKOKACTOUHBIT pak.

Ilpu oOcnenoBaHNn Nepen HAYAIOM JCUEHHs Ha PEHTIEHOTOMOTPAMMAX
JICTRAXT OMYXOJICBLIN Y3esl B BepXHelt IoJie nMpaBoro nerkoro 4.5 x 5 CM., MCTa-
CTA3LE B TUMBOY3IIBI KOPHS # CPEAOCTENNS (M. PHCYHOK, a). TTpu YABTPA3BYKO-
BOH TOMOrpad i — B NpaBoii HAAKIIOUHUIOi 06macTy 3 y3na pasmepom 1.9 x
L2, 1L7x 1,2, I x 1 em

IposeacHo 4 kypca fieucHus reMupTabHHOM (remzapom) B pexume 1250
Mr/m2 (30-muiyTiias wniysns B 1, 8-ii 1 15-ii 1Hu Kavkzoro 28-1HeBNoro LHKITa).

Hepsorit kKype neyenns GbIn NPOBEAEH B COOTBETCTBHY C NAAHOM. I'lpu BrO-
poM Kypee Ha 1 5-ii aeHn n03a reMumtabuna Guina cHmkena 1a 25% BCIIC/ICTBMC
rpanynouutonensn I crenenu.

Tocnte apyx Kypeos ncuetma onyxonesulii y3en B aerkom YMCHBIIICH —
3 x 3,3 oM, TUM(OY3BI KOPUS M CPEAOCTEHHUS 5E3 MIHAMUKH,

Tlpu Tpervenm kypee nevenus na 8- u 1 5-ii min NPOBEIEHO CHIDKEHIE Jji0-
36t remumrabuna na 25% n3-3a rpanynousrroneunn 11 crenen.

ITocne Tpex Kypeos BeiARNCHO DanbHeiiinee yMenbLIcH e OMYXONN B JICTKOM
10 2 X 3 oM, TUMBOY 3Bl KOPHS M CPEAOCTENHA 63 AHHAMIKY,

MBa BBeneHys CTBEPTOro KypCa NPOBEACHE! B MOMHOI J103¢. TpeTue Bre/E-
HHE MPOMYHIEHO B CBI3H ¢ PA3BUTHEM KAMIHYCCKUX H PEHTICHONOTHUCCKHN
MPU3HAKOB MHEBMOHHLL,

ITpn pentrenorpaduu yeranosnicto ymenbierme ONyXONCROre y3na 4o
1.8 X 1,5 cm (em. pucynok, b), onHako BLIsBRCHO yCHIeHue uuduasTpaiHu
B 00RACTH KOPHA NPABOIO Nerkoro. OTMEUENO YCIICHHE OALIIKH, NOBLIIC-
HAC TeMNepaTyphl. PasMepsl HAAKTIOUHUHBIX TUM(IOY3NOR K STOMY BPCMEHH
ymensmuancs (1,4 x 15 1,6 x 1,5 om). Jledenne remuntabunom 6si10 npepea-
HO, Ha3HAYEHA aHTHOAKTEPHaIbHAs TEParinsl.

Hepes 1 mec nocnie oTMens! reMunTaGia pasmephl ONYXOMI B JICFKOM YBE-
Juuauch — 4 X 3.7 cm. TTosBuaNCE METACTA3LI B NEUCHD.

Taknm o0pasom, remuutabun snsercs BLICOKOAD(pekTHB-
HbIM TIpENapaTom s JeUeHNs HEMENKOKIIETOUHOIO paKa JIerko-
ro. K HacTosemMy BpemMeH peKoOMeHIYeTCs ero HCMoMb3oBaHHe
CAMOCTOATENBHO M B COYCTAHMM C LMCILIATHHOM. DpeKTHB-
HOCTH 1pyruxX KoMOWHaumil jofkHa ObITh MOATBEpsKiEHA
B JANbHEHILIMX MCCAEN0BAHUSAX.
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Figure. Lung x-ray. Right lung upper lobe tumor. a, before
treatment; b, after 4 treatment cycles.

X-ray examination before treatment detected a tumor 4.5 x 5.0 ¢m in the
right lung upper lobe, metastases to the root and mediastinum lymph nodes
(sce the figure, a). Ultrasound tomography discovered 3 lesions 1.9 x 1.2
cm, L7x 1.2 cmand 1 x 1 cm in the right supraclavicular region.

The patient received 4 cycles of gemcytabine (gemsar) therapy at 1250
mg/m2 by 30-min infusion on days 1. 8 and 15 of cach 28-day cyclc.

Cycle 1 was given according to treatment design. In cycle 2 the gem-
cytabine dose on day 15 was reduced by 25% due (o grade Il granulocytopenia.

As a result of two therapy cycles the lesion in the lung reduced to 3 x
3.3 ¢m, the root and mediastinum lesions showed no change.

A 25% dose reduction was undertaken in cycle 3 on days 8 and 15 due
to grade Il granulocytopenia.

Three treatment cycles resulted in further reduction in the lung diseasc
to 2 x 3 cm, the root and mediastinum lesions showed no change.

Two administrations of cycle 4 were given by treatment schedule, the
3rd administration was not performed due to clinical and x-ray signs of
pneumonia,

X-ray discovered reduction in the lung discase to 1.8 x 1.5 ¢m (see the
figure, b) and increase in the infiltration in the right lung root. The patient
presented with greater edema and fever. The supraclavicular lesions
reduced to 1.4 x | em, 1.6 x 1.5 cm. Gemcytabine therapy was discontin-
ucd and the patient received antibacterial treatment.

At 1 month after gemcytabine discontinuation the lung disease
increased to 4 x 3.7 cm. Liver metastases were found.

Thus, gemcytabine is a high-efficacy drug for treatment
of non-small cell lung cancer. It is administered as
monotherapy or in combination with cisplatin. Study of
other combinations should be continued to confirm their
clinical efficacy.
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10. 4. Bapcyros, C. H. Traues, O. A. Biacos, A. B. Huxonaes

HEOAABIOBAHTHASI KPYITHO®PAKIHUOHHASI
JIYUEBASI TEPATINSI B KOMBUWHUPOBAHHOM
JEYEHUU PAKA MPSIMOM KULLIKH

HUH knunuueckoit onkono2uu

Cpejin MPUOPUTETHBIX HAMPABJIEHUH B YyULIEHUH OTIANEHHBIX
PE3YALTATOR JICUEHHS! KOIOPEKTANBHOTO paKa ABJIAeTcs pa3padoTka
KOMOMHUPOBAHHBIX K KOMILIEKCHBIX METOIOB, CPEIH KOTOPLIX B Ha-
crosiliee BpeMs HanGoblliee PaclipOCTPAHEHUE NOMYUHIIO UCTION b-
30BaHHE NIyHeBOH Tepanuu B fipeaornepaunontom nepuose. lpu-
MEHEHUE TIPESONEPaMOHHOTO OONYyUYeHHS BeleT K H3MEHEHHIO
OUONOTHYECKUX CBOMCTB 3/10KAYECTBEHHOW OMYXONH BCIICACTBHE
paspylIeHns PaaouyBCTBUTENbLHBIX KIETOMHBIX MONYASUMA, Ha-
PYILEHHS HX CAOCOOHOCTH K PENPOAYKLMH W UMILIAHTALMH, XOTS
OBl U BPEMEHHOI, Y PAAMOPE3UCTEHTHBIX KNeToK. [1pu obmyHennn
30H KIHHHYECKOTO M CYOKJIMHMUECKOrO paclpoCTPaHEHHs OMyXO-
JIW TIEpe/l XUPYPruueCcKIM BMELIATENILCTBOM JOCTUIAETC NIPEKIe
BCErO JIETA/ILHOE TIOBPEXACHME BLICOKO3JIOKAYECTBEHHBIX MPOJIH-
epupylolinX KIeTOK, Oonbliasg 4acTb KOTOPBIX DACTONokKeHa
B XOPOWO OKCHI€HHPOBAHHBLIX MEPHPEPUUECKUX YUACTKaX HOBO-
00pa3oBaHus, B 30HAX €ro pocTa KaK B IEPBHYHOM o4are, Tak
u B Meractazax. OnpenesieHHyto CTeNeHb JETalbHbBIX W CyOneTans-
HbIX MOBPEKHEHUH MOMYUAIOT U HEPA3MHOKAIOIIMECS KOMITIEKCHI
PAKOBBIX KJIETOK, BCICACTBME YEr0 CHIDKACTCS HX CHOCOOHOCTS
K TIDWKMBJCHHIO B Cly4YasX NOMNAajaHus B paHy, KPOBEHOCHBIC
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NEOADJUVANT LARGE-FRACTIONATION
RADIOTHERAPY IN COMBINED-MODALITY
TREATMENT FOR RECTAL CANCER

Institute of Clinical Oncology

Development of combined- and complex-modality
methods including preoperative radiotherapy is an impor-
tant field of study to improve follow-up results of treatment
for colorectal cancer. The preoperative radiation therapy
modifies cancer biology due to destruction of radiosensi-
tive cell populations and inhibition of their ability to repro-
duce and invade adjacent areas at least partially. The irra-
diation of clinical and preclinical tumor areas before
surgery results in lethal damage to high malignancy prolif-
erating cells, most of which are located in well-oxygenated
peripheral regions, growth areas of both primary and
metastatic tumors. Non-proliferating cancer cell complexes
also experience lethal and sublethal damage and therefore
their ability to survive in a wound, blood or lymph vessels
is reduced. All this renders surgery more radical as per-
formed under the conditions of increased ablastics and
within optimal anatomical limits. In spite of the general
efficiency of preoperative radiation therapy some authors
doubt its advantage over surgery alone as concerns 5-year
survival and postoperative course [7].
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