KauHuueckue ucciaenoBaHns

2. IMocne npo6HbIX JIATAPOTOMHUM, IPOM3BEACHHHBIX B 00~
MIEXMPYPrHYECKHUX CTALMOHAPAX IO MOBOAY OCJIOXKHEHHOTO
paka CHrMOBHHOM KMLIKH, [TOKA3aHb AETaIbHOE A000CIe-
noBaHue DONBHBEIX B CIIEMMANM3UPOBAHHBIX YUPEXACHHIX
¥ TIOBTODHAS JIATTADOTOMHS C LEJIbI0 BEIIOJHCHHS Paju-
KAJIbHBIX ONEPALIVH,

3. OtnaneHHbIe pe3y/bTATH JIEYUEHHS 110C/IEe TTOBTOPHBIX
PAIMKANLHEX ONEpaldii y GOAbHHEX PaKOM CHTMOBHIHOM
KMIIKY BIOJTHE YIOBJETBOPUTENABHHEE, YTO JOKA3HIBACT 1ie-
J1eco00pa3HOCTh NOBTOPHBIX JIATIAPOTOMMIA,
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I'paHyIOUHTAPHOMAKPOGAraibHbIi  KOJOHHECTHMYJIH-
pyiowuii GakTop NPU COBMECTHOM NPUMEHEHHH C KOMOH-
HMPOBAHHOW XMMMOTEpAarnuei KapooniaTHHOM W udoc-
$haMuIOM y GOIBbHBIX C AKCCEMUHHUPOBAHHOM CEMMHOMOIA

HHH xaunuueckoii onkoaozuu
CeMuHOMa — mepBast OnyXxoJib, IPH KOTOPOit GU1a H0-

Ka3aHa 3P GEKTUBHOCTD LHUTOCTATHKOB (CAPKONHU3MH, MENI-

tanan). XumMuoTEpanus 0GHYHO UCHIOIB3YETCH Y GOMbHBIX
¢ AUCCEMMHHUPOBAHHBIM NMPOLIECCOM MJIH B CJIyYa€e pelHaM-
Ba MOCJE NMPOBEACHHOrO JiyueBoro jeueHus. C MOMeHTa
HOSIBJICHHS NMCIVIATHHA PE3YJbTATH XHMHOTEPANINM JUC-
CEMHHHMPOBAHHHIX CEMHHOM HENPEPHBHO YJyYIIa/IHCh,
ITpu ucnonp3oBanuyu Haubosee NonyAIpHBIX KOMOGMHALMIT
PVB, VAB-6, BEP monnbie perpeccun omyxoaH oTMeYa-
otcay 75-85 %, 6ospuuix [1, 7, 11]. PeayabraTs feueHns
B 3HAUMTEIBHOM CTENEHH 3aBHCAT OT CTENEHH PacpocTpa-
HeHust 60/IE3HN, a TaKXe OT paHee MPOBEAEHHOTO 001y ue-
Hud. [To nanasiM BOHIL] {1 ], y GoabHBIX CO 3HAUHTE/IBbHOIM
CTENEHBIO DACTIPOCTPAHCHHS CEMHHOMHB TNMOKAa3aTesb 5-
JIETHEH BRIXXKMBAEMOCTH cocTaBu 65 % . Ita uudpa ne or-
JIMYAeTCd OT AaHHBIX S.Saxman u coasT. [12 ], koTopwe co-
obupn 0 2-neTHel BEXuBaeMocTH 57 % GOJIBHBIX IpH
4HAJIOTHYHOM PpacCnpOCTPAaHEHHHM CEMHHOMMH. [IpuBeneH-
HBIE BHIIE PE3YJIbTATH MOKA3HKBAKOT, 4TO 35-40 %, Takux
OONBHBIX HE YNAETCHd M3JIEYHBATDL NPH MCIOIB30BAHAK
KOMOHMHALHMI IPOTHBOONY XO/IEBBIX PEHAPATOB C BKJIIOUE-
HHEM LHCTLTATHHA.

B ornenenun xmmunyeckoit papmakonorur BOHILL npo-
BOAHUTCA H3yuYeHHe KOMONHAL UM kapGornaTunaa n udocda-
MHIa — ABYX Hamubosee sddexkTHBHEX mpenapaToB npu
JIEUEHHH TUCCEMUHHUPOBAHHOM ceMMHOMB. [TnanoM ucce-
AOB3HHSA IIPEAYCMATPHBAETCS ICKANAUMS H03H Kapborwia-
THHA C LEJIbIO MOBbIIEHUA 3P dekTuBHOCTH Tepanuu. Oc-
HOBHBIMH NMOGOYHBIMY 3(EeKTAME ABYX M3yHMAaEeMBIX TIpe-
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Granulocyte-Macrophage Colony-Stimulating Fac-
tor as an Adjunct to Combination Chemotherapy
with Carboplatin plus Ifosfamide in Advanced Semi-
noma Patients

Research Institute of Clinical Oncology

Seminoma is one of the most chemosensitive tu-
mors. The chemotherapy is usually undertaken in
patients with disseminated disease or relapse after
radiotherapy. Results of the chemotherapy for dis-
seminated seminoma have been continuously im-
proved due to administration of cisplatin. The use of
the most popular combinations, such as PVB, VAB-6,
BEP results in complete tumor response in 75-85%,
of patients [1, 7, 11 ]. The treatment results depend
considerably on the disease extent, as well as on ir-
radiation given previously. By data of the AUCRC
[1] the 5-year survival in patients with advanced
seminoma is 659% . The percent does not differ from
the data by S.Saxman et al. [12] who report a 579
2-year survival in cases of similar tumor extent. The
above-mentioned results show that cisplatin-based
combination chemotherapy fails in 35-409% of ad-
vance seminoma patients.

A study of carboplatin plus ifosfamide combination
as the most effective drugs in treatment for dissemi-
nated seminoma is carried out at the Clinical Phar-
macology Department of the AUCRC. Cisplatin dose
escalation is undertaken to increase efficacy of the
chemotherapy. The main expected adverse effects of
the drugs are neutropenia and thrombocytopenia. We
use granulocytemacrophage colony-stimulating fac-
tor (GM-CSF) to reduce duration and severity of the
neutropenia. The GM-CSF is a glycoprotein stimu-
lating production of mature neutrophils and macro-
phages from progenitor cells and their functional ac-
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NapaToB 4BJSIOTCS HEHTPONEHHS M TPOMOOLMTONEHMS.
IlJISI COKpPAICHU A MPOAOIXHUTCIAbBHOCTH H FJIyGI/IHH HENT-
POTIEHHMM MH MCMOJb3yeM IMPaHYJIOUMTAPHOMAKpodaraib-
HH# KoJoHuecTHMymupyomuii pakrop (TM-KCP). I'M-
KC® — 3T0 rEKONpOTEHH, CTUMYJIMPYIOWIMA 00pa3oBa-
HHE 3peJHX HeUTPO( 0B 1 MaK poharoB U3 KJAETOK-NPEa-
MECTBEHHMKOB ¥ MX (DYyHKIMOHAABHYIO aKTHBHOCTH [2].
Yenoseueckuit pexombunantanii TM-KCO B xanHunue-
CKHX HCCICROBAHMAX INOKAa3aJ BO3MOXHOCTH COKpaUlaTh
AJATENBHOCTh HEUTPONECHUM M MH(EKIMOHHBIX OCJOXHE-
HUH TOC/IC TPOBEACHHON XuMHoTepanuu [4, 5]. MeHbmas
OMAaCHOCTh Pa3BUTHS IIyOOKOM W AJIMTEIbHOM HEATpOTE-
HHH MO3BOJIMJIA YBEJHYHTH RO3W NPOTHBOOIYXOJEBHX
MPEnapaToB MpPH MPOBEACHAN XUMHUOTEPANHHA Y BONBHHEX C
ONYXOJISIMH STMYKA C IJIOXHM NporHo3oM [6 ]. B nanHoi pa-
60Te NpoaHaIM3MPOBAHHK MEPEHOCHMOCTD U BausHAe ['M-
KCO® Ha reMaToJIOrHYECKYK TOKCHYHOCTh MPOBOZHMOM
XHMHOTCPpATIHH.
MaTepuanas ¥ MeTORB. B uccnenosanme sriouensi 60mbHbIE C
THUCTONIOTUYECKHM NOATBEPKACHHON CEMMHOMOI C IUIOXMM NPOTHO30M.
KpHUTepHsIMH MIOX0T0 NPOTrHO3a ABSUTACH CIEAYIOLHME NPHU3HAKM: Ha-
JIMUME OITyX0JM B 3a0PIOIIMHHOM NPOCTPaHCTBE pasmepoM Gosiee 10 oM,
MHOXECTBEHHbIE METACTA3bI B JIEFKUX ¢ MUHUMAJIBHBIM PAa3MEPOM XOTSI
661 onHOTO M3 HKMX Gonee 3 cM, MeTacTassl B IMMPOYyaNnax CpesocTeHus
pasMepomM Gonee 5 cM, BepHPULIMPOBAHHBIN TLIEBPUT, METACTA3bI B Ne-
YEHH WIH CKeJieTe, PeLMIMB WM nporpeccuposanue 6osiesHu nocne
paHee NPOBeNEHHON JTyYeBOi TEPANMKU WIM XMMHOTEpanuu 6e3 BKIIIO-
uenns uucriatuHa. Kpurepusmu exmouerms 6bum ofiuee yaoeneTso-
PHTENbHOE COCTOSHME, UMCIo HeitTpodmaos Gosee 2,0x10°/a u Tpom-
Goumtos Gonee 150x10°/n, ypomewb Gummpybuna He Gomee 20
MKMOJ1b/J1 M XpeaTHHrHA He Gonee 120 Mxmonb/n. TlauuenTst ¢ HaM-
yueM O-deronporenna (AQDII), MeracrazaMu B rOJ0OBHO# MO3r U CO-
NYTCTBYIOIHUMH THXKECJBIMH MGOHCB&HHS{MM, NnoJIyuaBiIMe paHee npo-
M3BOAHBIE TUIATUHBI, B UCCHIENOBAHUE HE BKMIOUYANMUCh. Kaxaniit 60/1n-
HOI1 11aBaJl TMCBMEHHOE COTJIACHE HA NPOBEAEHHE JAHHOTO JICYEHMS.
IMTaumeHTsbl NOTYyUaNM NapannatvH (kaplomnaTuH pas UHbEKLUHIA Hrp-
Mbi "Bristol-Myers-Squibb”, CIIIA) » ronoxcan (udochamma bupmsl
"Astma Pharma” 'epmanns). Kap6onnatvn ssoguim B a03e 400 mr/m
BHYTPHMBEHHO KamnesbHO B Teuenve 40 mun B 1-i1 nens, udocdamun 8
nose 3 r/M2 BHYTPHUBEHHO KamneJjibHO B TeueHue 2 4 BO 2-M W 3-# AHu
snedenns. Jing npodrnakTMky uMcTHTa Ot BBeieHns ndochammuna mc-
NOJb30BAIM ypOMETOKCaH (MecHa ¢upmbl "Astma Pharma”, Cepma-
Hus) B Ro3e 1200 Mr BHYTPHMBEHHO CTPYITHO OJHOBPEMEHHO C BBEAEHM-
em udochammaa v uepes 4 4 1 8 4 nocae ero npekpawenms. TM-KCd
("Sandoz Pharma LTD", Illseituapus wu "Schering-Peough Corp.",
CIITA) B nose 5 Mr/kr pacTeOpsui B 1 M1 BOABI AN MHBEKLUMHM U BBO-
IHJIM TIOAKOXHO €XERHEBHO € 4-10 1o 14-it neHb NeueHns BRIIOUH-
TeabHO. TLIaHMpPOBaNOCh MpoBeReHME 4 KypcoB XuMuoTepanuu. Bce
NIOCAEAYIOIME KYPCbl HAUMHAJHK Ha 22-i1 IeHb, €CIH YUCII0 HEHTPODH-
J10B 6bino Gonee 2,OXI09/J| 1 TpombounTos Gonee 100,0><109/Jl. B cy-
Yae eI 3TH NOKa3aTeau GbUTH MeHbIE YKA3aHHBIX, YBETMUMBAIM UH-
TepBaa Mexay Kypcamm Ha 1 nen. Y nepsbix § 6oabHbix posa kapbon-
natvHa coctasuna 400 Mr/mM“, y caexyomux 5 nauuentos oHa Gbina
yBesmueHa ao 500 mr/m”,
Jlo Havana neueHns GOALHOMY NPOBORMIIOCH NOJIHOE KJIMHMKO-Nafopa-
TopHOe obcnenosanve. B npouecce JIEUEHUS! €XETHEBHO RO M MOCTE
peeperns F'M-KC® onpepnensnm aprepuanbHoe aasaenue (AJl), Tem-
nepartypy Tesa, myJbC, UacToTy AbIXaHWUS; 3 pa3a B HEAEIO MPOBOINIIH
KJIMHMYECKMI aHAJM3 KPoBH, 1 pas B Hexeo — Gnoxummuueckuii ana-
JIM3 KPOBH ¥ ONPEAENEHUE MAPKEPOR B KPOBU. JI0 Hauana JleueHust 1 1o
okoHuaHuM eeefeHus TM-KC® Ha nepBoM Kypce npoM3BOONAM MYHK-

tivity [2]. Administration of human recombinant
GN-CSF in clinical studies has shown a possibility of
reducing neutropenia and infectious complications
after the chemotherapy undertaken [4, 5. A lower
risk of severe and long-term neutropenia has allowed
the dose escalation of cytostatics in the chemother-
apy of patients with poor prognosis testicular tumors
[6]. The report analyzes tolerance of the GM-CSF
and its effect on prevention of the chemotherapy-in-
duced toxicity.
Materials and Methods. Patients with histologically
proven poor prognosis seminoma were entered into the study.
Criteria for the poor prognosis were a tumor of more than 10 cm
in size in the retroperitoneum, multiple lung metastases with the
largest 3 cm or more, mediastinum lymph node metastases greater
than § cm, verified pleuritis, liver and bone metastases, relapse or
progressive disease after the previous radio- or chemotherapy
without cisplatin. Inclusion criteria were satisfactory performance
status, neutr(‘))phil count more than 2.0x109/l, platelet count more
than 150x107/1, bilirubin no more than 20 umol/I and creatinine
no more than 120 umol/l. Patients with a-fetoprotein (AFP),
brain metastases, severe concurrent illnesses and previously
treated with platinum compounds were excluded from the study.
Every patient gave a written consent to enter the study.
The patients received Paraplatin (carboplatin for injections, Bris-
tol-Myers-Sqibb, USA) and Holoxan (ifosfamide, Asta Pharma,
Germany). Carboplatin was administered at 400 mg/ m2 in-
travenously over 40 min on day 1, ifosfamide — at 3 g/m2 in-
travenously over 2 h on days 2, 3 of the treatment. To prevent
ifosfamide-induced cystitis we used uromethoxan (mesna, Asta
Pharma, Germany) at 1200 mg by intravenous bolus simulta-
neously with ifosfamide administration and 4, 8 h following it.
The GM-CSF (Sandoz Pharma Ltd, Switzerland and Schering-
Plough Corp., USA) at § ug/kg was diluted in water for injec-
tions, 1 ml, and administered subcutaneously daily for days 4-14.
The study design included 4 chemotherapy cycles to be repeated
from day 22, if neutrophi! count was more than 2.0x10”/1 and
platelet count — more than 10().0x109/I. In case the patients
failed to meet these hematologic criteria, the intercourse interval
was prolonged by 1 week. The carboplatin dose was 400 mg/m
in the first 5 patients to be increased upto 500 mg/m” in the next
5 patients.
Prior to treatment the patients underwent complete clinical and
laboratory examination. On therapy daily, before and after GM-
CSF administration we measured blood pressure (BP), tempera-
ture, pulse, respiration rate. Complete blood count was deter-
mined 3 times a week and weekly estimations of biochemical blood
profile and blood marker level were performed as well. Bone mar-
row aspiration was undertaken prior to treatment and after GM-
CSF administration during the first cycle. ECG, chest X-ray,
liver and retroperitoneum USS, tumor measuremenis were made
before every cycle. After the treatment by the protocol was over
the patients underwent similar examinations. Treatment results
and toxicity were assessed according to the WHO criteria.
Treatment Results. 10 patients of age
ranging from 27 to 43 years were entered into the
study. Characteristics of the patients and disease
manifestations are summarized in table 1. A testicu-
lar primary was identified in 7 cases, 2 patients had a
seminoma of the undescendent testis and 1 — extra-
gonadal retroperitoneal seminoma. Of the 10 patients
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Ta6auua 1/Table 1

XapakrepucTHKa GOJbHBIX, COCTOSHEE G0JIe3HH, PE3yAbTATH HPOBEIEHHOTO JICYSHH
Characteristics of patients, disease status, treatment results

lCaeAeHMa 0 60/ibHbIX Yucno bonbHbIX I
MepBuuHbiR ouar: / Primary tumor:

sinuko / testis 7
BHeroHapHoe / extragonadal 1
HecnycTusleecs sudko / undescendent testis 2
Jlevenue: / Previous treatment:

He nonyuanu / none 7
xumuotepanus / chemotherapy 3
Obuwee cocrostue (ctatyc no ECOG): / ECOG performance status:

0 —_
1 6
2 4
MosulweHne mapkepos: / Markers:

Xl / HCG 6
NAr / LbDH 9
A¢pextmBHoCTb Nevenus: / Treatment resuits:

nonHas perpeccus / complete response 4
yacTuyHas * / partlal response 6
cTabunusauus / no change —
nporpeccupoBaHue / progressive disease —
Information about patients No of cases ]

LHIO KOCTHOrO Mo3ra. [Tepen HauasOM OYEPENHONO KypCa JIEUEHHS BbI-
nosnsian JKT, pentreHorpacduio rpysHoit knerkun, Y3HU neuenn v aa-
GpIOIIMHHONO NPOCTPAHCTBA, KOHTPOJIBHYI) OLEHKY Pa3MepoB OITyxo-
. Ilocne okoHUaHKS ieueHUs NO NPOTOKOJTY NOBTOPSUIH MOJHOE KJIH-
HHueckoe ofcsienoBaHKe, aHAIOTMUHOE MPOBORMMOMY JI0 HAYANIA Neue-
Hug. OueHka pe3ysibTaToB JIEYEHNUs U TOKCHMUYHOCTH NMPOBORMNACH CO-
raacHo kaaccuuxaumu BO3.

PesynarrTaTH NeueHus. B uccnenosanue BKIIO-
yeno 10 GonbHbX B Bo3pacTe 27-43 ger. XapakTepucTaKa
GONMBHHIX ¥ NPOsABJIeHUS GONEC3HM NPEACTABACHH B Tab. 1.
Y 7 mauMeHTOB NEPBUUYHAS ONMYXOJb JOKAIM30BANAACH B
anuke, y 2 651a CEMUHOMA HEOMYCTHBLIErOCH SIMYKa, y 1
— BHErOHAIHAS CEMHUHOMA C MOPaXCHUEM 3aOPIOIIHHHBIX
samcoysznos. U3 10 6oapHHX 3 paHee MOAYYaIH X AMHOTE-
panuio aJKWIMPYOWKMH NpenapataMu. B cBsi3u co 3Ha-
YMTEJBHBIM PACTIPOCTPAHEHHUEM Oy XOJIH Y BCeX BOMBHBIX
uMennch obmue cumnroMu 3aboaesanug. Y 4 us 10 6oss-
HHX B KPOBHM OOHADYXEHO MOBHLICHHE YPOBHA XOPHOHH-
yeckoro roHagotponusa (XI'), y 9 moBHuIEHHE aKTHBHO-
cru aakraraerngporesass (JII) . Beero 10 6osnpabiM npo-
BeneHo 38 KypcoB neueHMs, 8 GOMBHHX mMOAyYHMaH 1o 4
Kypca XMMHOTEPANHH, MPEXAYCMOTPEHHHE MPOTOKOJIOM, U
2 6onpHBIX MOy YHIH O 3 Kypca, Kak 6u10 mpexycMoTpe-
HO TMEPBOHAYAJIBHOM BepCHEi mpoTokona. OObek THBHHIA
3ddexT oTMEUEH y Beex GONBHMX: TIOIHAY perpeccus y 4,
yactayHas y 6 6onpuux. ITpn cpenueM cpoke HabmoacHuS
7,8 Mec (1-12 Mec) Hu y OfHOrO GONBHOrO HE OTMEYEHO
TIPOrpeCCHPOBAHME 3a601€BaHM.,

Ilepndepuueckast Kposb.

Hcxognnie nokasatenu mepudepuyeckoil KpOBH y BCEX
GonbHHX GH/M B peaenax HOpMH. Y 6 GOJBHEX M3yvasnn
nmokasaresu neprdepuueckoif KPOBH B TEUCHHE IEPBHIX 4 U
nocsie BBeieHus TM-KC®. Yepes 30 MuH nmocsie BBeaeHud

3 had received chemotherapy with alkylating agents.
All the patients presented common symptoms of the
disease due to the considerable advance of the tumor.
Increased content of human chorionic gonadotropin
(HCG) was found in 4 and escalated lactate dehy-
drogenase (LDH) in 9 of the 10 patients. The 10 pa-
tients received the total of 38 therapy courses, 8 pa-
tients were given 4 cycles suggested by the protocol,
2 patients were given 3 courses according to the
protocol first version. Objective response was
achieved in all the patients, including 4 complete and
6 partial responses. No progressive disease was de-
tected during the mean follow-up of 7.8 months (1-12
months).

Peripheral Blood. Base line peripheral
blood parameters were normal in all the patients. We
studied peripheral blood characteristics during the
first 4 h following GM-CSF administration in 6 pa-
tients. A considerable (more than twofold) drop in
the leukocyte and neutrophil counts was detected 30
min after the drug administration to be followed by
their rise upto the peak level 24 h later due to in-
crease of band and segmented forms. Then there was
a fall in the leukocytes and neutrophils caused by cy-
tostatic administration, the count reaching the mini-
mum on day 10 from the chemotherapy administra-
tion. From day 10 a rapid and significant rise was ob-
served in the blood leukocytes and neutrophils with
immature (myelocytes and metamyelocytes) and ma-
ture (band and segmented) neutrophils and eosino-
phils accounting for the rise, which demonstrated a
more than 8-fold increase, as compared with the base
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Puc.1. Junamunka ypoBHs neikoumtos (1), HedTpodunos (2) u 3oau-
Hodunos (3) y 6onbHbIX 0Genx rpynn B Teyexue nepeoro Kypca.

Mo ocn opaANHAT — YMCNO KNETOK, X109/n.

3paeck U Ha puc.2: no ocu abcumcec — AHU uccnenosaHus, | — xumu-
otepanus; | — TM-KCO.

npenapaTta OTMEUYEHO 3Ha4YUTeabHOE (Gosee ueM B 2 pasa)
CHHXEHHE YUCA JICHKOLMTOB H HEHTPODWIOB C IOCIEAYIO-
MM HapacTaHHEM 0 MAKCHMAJILHOTO YPOBHS uepe3 24 u
33 CYET YBEJHUYEHUS CONEPXAHUA MATOUKOSIACPHHIX U CET-
MeHTOsNEepHHX bopM. B manpHeimeM Ha6MIOOAA YMEHD-
LICHHE YPOBHS JICHKOLMTOB M HERTPOGHIOB, 00y C/IOBIEH-
HO€ BBCACHHEM IIUTOCTATHKOB, C MHHHMAJIBHBIM COACPXA-
HHeM X Ha 10-it geHs ot Hauana xumuorepanuu. C 10-ro
OHS OTMEUYAJIOCh OHCTPOE 3HAUMTENBHOE YBENMUEHHE B
KPOBHM YHC/IA JIEHKOLUTOB M HEUTPO(U/IOB 33 CUET MOBHIIE-
HHUA COAEPXAHAS MOJIOAKX (MHEIOIMTOB ¥ METAMHUEIOLH-
TOB) H 3penHX (MAJOYKOSACPHHX M CErMCHTOSXCPHBIX)
dopm HeirTpodHIOB, a TaKXe 303MHOPUIOB, KOTHUECTBO
KOTOPHX BO3pacTaso 6ojee ueM 8 pas o CPaBHEHHIO C MC-
XOOHHM YPOBHCM. HOCTHPHyB MAaKCHMAJIBHOIO 3HAUCHHUSA K
15-My nH10, KOMMUECTBO IEMKOLUTOB BHOBb CHHXKAJIOCh IO~
cne ormeRH TM-KCQ ¢ MuaaMyMoM Ha 17-i feHb, OTHAKO
K 22-My AHIO HACTYMaNoO BOCCTAHOBJIEHHE YHMCJIA HEUTPO-
¢mnoB ¥ NEHKOIMTOB A0 HMCXORMHOrO YpoBHS. JlMHAMHKa
YPOBHS JICHKOLMTOB, HEUTPOGIIOB M 203WHOPUIIOB Y BCEX
GObHHX B TEUEHHE MEPBONO KYpCa JIeUeHHs MPUBEAEHA Ha
puc.l. AGCOMmOTHOE KONHUECTBO TUM(OLATOB H MOHOLHTOB
nocne BeegeHHs TM-KC® cymecrBeHHO He M3MEHSIOCH.
Beenenne I'M-KCO ne Bausio TakXe Ha ypoBeHb TpoMOo-
UMTOB M IIOKA3aTEJM KPAaCHOH KPOBH.

B ta6n.2. oueHHBAETCS CTENEHD FEMATOOTHYECK O TOK-
CHYHOCTH B JBYX TpyNnax B 3aBHCMMOCTH OT MCIIOJIb3ye-
Mo# no3n Kapbomnarura. Ilpu nose xapbomiatura 400
Mr/m? H3Y4YEHHAS KOMOMHALMS BH3HBAIA YMEPEHHOE YI-
HETEHHE reMoT033a; yacrora Hesirponenuu 111 crenenn co-
crasuna 50 % u IV crenenu — 6 %, TpoMbonMTONEHUS
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Fig.1. Changes in the leukocyte (1), neutrophil {2) and eosino-
phil (3) counts in the two groups during course 1.

Numbers along the y axis represent the cell count.x109/l.
Here and in fig.2: numbers along the x axis show days of the
study. | — chemotherapy; || — GM-CSF.

line level. After reaching the peak on day 15 the leu-
kocyte count decreased following discontinuation of
the GM-CSF administration to reach the minimum
on day 17, by day 22 the neutrophils and leukocytes
recovered upto the base line level. The changes in the
counts of leukocytes, neutrophils and eosinophils in
all the patients during the first therapy cycle are
shown in fig. 1. There were no changes in the leuko-
cyte and monocyte counts after administration of the
GM-CSF. The drug had no influence on the platelet
and red cell counts either.

Table 2 estimates hematologic toxicity in 2 groups
depending upon the carboplatin dose administered.
At a carboplatin dose of 400 mg/m? the chemother-
apy induced moderate myelosuppression: grade III
neutropenia in 509%,, grade IV — in 6%, grade III
thrombocytopenia in 6% of the treatment cycles.
With the increase of the carboplatin dose upto
500 mg/m? grade IV neutropenia (6 vs 45%,
p=0.006) and grade I1I thrombocytopenia (6 vs 40%,,
p=0.014) became more common. The more severe
myelosuppression with increase of the carboplatin
dose is shown in fig.2. However, the neutropenia and
thrombocytopenia were transient, no infectious com-
plications resulted from these adverse reactions. A
decline in the neutrophils below 2.0x10°/1 on day 22
required the 1 week prolongation of the intercourse
interval in 4 cases only. The results obtained allowed
the carboplatin dose to be increased upto 600 mg/ m?
in the next § patients.

Bone Marrow.
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Ta6auna 2/ Table 2

T'eMaroJornaeckas TOKCHIHOCTh

Hematologic Toxicity
Yucno KypcoB fledeHnsl B 3a8UCUMOCTM OT A03bl kapBonnaTuHa
ToKcuYHOCTb - 7 7y
400 Mr/m 500 mr/m
Crenenb HemTponeHuw: / Neutropenia grade:
0 4(22) 0(0)
| 2(11) 2 (10)
I 2(11) 4(20)
1 9 (50) 5 (25)
\Y) 1(6) 9 (45)
CreneHb TpoMbBouyuronenuu: / Thrombocytopenia grade:
0 13(62) 4(20)
| 2(11) 2(10)
I 2(11) 5 (25)
nl 1(6) 8(40)
v 0(0) 1(5)
2 Z
Toxicity 400 mg/m 500 mg/m
No of treatment courses respective of carboplatin dose

Npumeuanue. B ckobkax — nNpouenT.

Note. Numbers in parentheses show percent.

ITI crenenn oTMeueHa B 6 %’ MpoBEAECHHHX KYpPCOB Jieue- Base line parameters of bone marrow hemopoiesis
Husa. C nosrienneM no03n KapGomaatura no 500 mr/ M2 were normal in all the patients. Changes in mean

AOCTOBEPHO YBEJWYMBAETCH uacrora rayboxoir (IV cre- characteristics of bone marrow hemopoiesis are
neus) Heurponenuu ¢ 6 1o 45 % (p=0,006) 1 TpoMBou- presented in table 3. As is seen the changes in the
ronenui III crenenu ¢ 6 no 40 %, (p =0,014). Bonee 3na- bone marrow resulting from the chemotherapy com-

YHTENBHOE YTHETEHHME JIEMKONO033a M TpoMOomossa mnpH bination with GM-CSF administration mainly con-

YBCIHUYCHHAN O3B Kap601ma'mHa npeaAcCTaBJICHO

Ha puc.2. cern the ratio of granulocytes of different maturity.

500 B
71
400 | 1
6l
5t 300
4t
200 |
3t
2r 100 F
1k
o 1 1 [ 1 0 1 1 A - i
ol—J L& 10 115 20 25 o , .5 10 115 20 25

Puc.2. [uHamuka ypoBHs Heidtpodunos (a) u Tpouﬁoa

Gonbaux. nonyyaswwux xapbonnatuH B pose 400 mr/m
Mr/m“ (2), B TeueHmne nepsoro kypca.

utoe (b) y Fig.2. Changes in neutrophil (a) and platslet (b) counts in P3
(1) » 500 | tients receiving carboplatin at 400 mg/m* (1) and 500 mg/m
(2) during course 1.
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BMecTe ¢ TeM HEHTPONEHNs ¥ TPOMOOUTONEHN S HOCHIN
KPATKOBPEMEHHH XapakTep, HA B OMHOM CJIyyae Ha (hone
HEUTPONIEHHH HE OTMEYEHO Pa3BUTHS MH(PEKIMOHHBIX OC-
JoXHEHHH, To/bKO B 4 cyyasx aBCOMOTHOE YUCI0 HEHT-
podmnos HIXE 2,0x109/ 1 Ha 22-¥ HeHb JICUCHUS SIBUJIOCH
NpUYAHOM YIJIMHEHHS MHTEpBaJa MeXAy Kypcamu Ha 1
Hen. TlomyuyeHHBE AAHHBE TO3BOJMJIM YBEJIHYUTH A03Y
KapOomIaTHHA y cenyomux 5 6onsanx 10 600 mr/ M2

KocTHbI# MO3T

Hcxonuue nokasaTead KOCTHOMO3IOBOTO KPOBETBOPE-
HU4 y Bcex GonpHbix ObuTH B peaesiax HopMel. Hexkoroprie

The increased neutrophil maturity index (2.4) as
compared with the base line (0.5) was evidence of a
shift in the bone marrow cellularity towards imma-
ture cells. The changes in the ratios of neutrophils of
different maturity stages are shown in fig. 3. Arisein
the eosinophil and monocyte counts was also observed.

Non-Hematologic Toxicity.

Every patient presented toxicity associated both
with chemotherapeutic drugs and GM-CSF (table 4).
Nausea and vomiting occurred after every carbo-
platin administration, they were moderate and lasted

Ta6nuua 3/Table 3

IlokazaTe ¥ KOCTHOMO3IOBOrO KDOBETBOPEHNS
Bone marrow hemopoietic parameters

[ NexonHbie paHHbIe 15-1 jeHb neyeHus I
Muenokapuoumtst x10%/n / Myelokaryocytes, x10%/1 60,0 46,0
BnacTHufe knetkun, % / Blasts, % 17 1.1
Hentpodunel, % / Neutrophils, % 62,0 52,9

Wnaekc coapesanns HeaTpodunos / Neutrophil maturity index 0,5 24
doannoduns, % / Eosinophils, % 3.1 7.1
MoHouutsl, % / Monocytes, % 2,0 6.2

Knetku sputpougHoro psaa, % / Erythroids, % 171 19,5
Jenkoaputpobnactiueckoe cootHolweHue / Leuko-erythroblast ratio 45 33

l Base line Day 15

30 7]
ol
10 7
] 2 3 4 5

CPeAHHE TTOKA3ATENH KOCTHOMO3TOBOTO KPOBETBOPEHHS B
AMHAMHMKE TpeacTassieHn B Taba.3. Kak suaHo, uaMmene-
HHS B KOCTHOM MO3re [ocJje MPOBEAEHHOIO Kypca XAMHO-
tepannn B couetannu ¢ TM-KC® xacaauce riassem 06-
pa30oM COOTHOINCHHS TPAHYJOLMTOB PA3JIMYHON CTCICHH
3pEJIOCTH. Y BETMUEHHE HHAEKCA CO3PEBAHUS HEUTPOPIIOB
(2, 4) no cpasrenmno ¢ ucxonuuM (0,5) ceumeresbCTBOBA-
JIO 0 nIpeolnagaHuM B KOCTHOM Mo3re Mooauix ¢opm. Co-
OTHOIIEHHE HEUTPODIITOB pa3TMYHOMU CTEIEHH 3PEJIOCTH B
AUHAMMKE NpUBeAeHO Ha puc.3. OTMEUeHO TakXe YBeaH-
YeHHE COAEPXKAHMUS J03UHOPUIOB 1 MOHOLIUTOB,
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Puc.3. CooTHOWweHue HERTPOPUNOB Pa3NUUYHON CTEMNEHU 3PeNocTu B
KOCTHOM Mo3re Y 6onbHbIX 0benx rpynn B guHaMuke.

TeMHble cTONBUKM — mucxopHble faHHbe, ¢ Toykamu — 15-i
nepBoro Kypca.

AeHb

1 — npomuenounTsl, 2 — MuenouuTel, 3 — MeTamuenouutsl, 4 —

nanoukosaepHule, 5 — cermeHToaAepHbie.

Mo BepTukann — copepxanue knetox (B8 %).

Fig.3. Ratio of bone marrow neutrophils of different maturity
in patients of the two groups.

Dark bars represent base line data. Dotted bars show data on
day 15.

1 — promyelocytes, 2 — myelocytes, 3 — metamyelocytes, 4
— band neutrophils, 5 — segmented neutrophils.

Numbers along the y axis represent cell percent.

1-3 days. The chemotherapy induced alopecia in all
the patients. Manifestations of chemical cystitis due
to ifosfamide administration were observed in 3 pa-
tients that lasted from several hours to 3 days and re-
quired no therapy. 1 patient presented hemorrhagic
cystitis during the first course, cytoscopy revealed
tumor invasion of the bladder, which required he-
mostatics to be added to the drug combination. The
GM-CSF administration caused a number of adverse
effects. Special attention was paid to the first GM-
CSF administration because of a possible first dose
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Tabauna 4/ Table 4

ToGounbie 3¢xperTn A3YIEHHOM KOMORHAIHA
Side effects of the combination studied

NposBneHna TOKCUYHOCTH Hucno BonbHbix 1
Xumuotepanus / Chemotherapy

TowHorta, peoTa |-l crenens / Nausea, vomiting grade -1l 10

Anoneuus / Allopecia 10

Lmncrur / Cystitis 3

M-KC® / GM-CSF

Cunapom nepeoit go3wl / First dose reaction 1

Chunxenune ALl / BP drop 3

Oppiwka / Dyspnea 2

WndapkT muokapaa / Myocardial infarction 1

MNoswitenne Af] / BP rise 1

MNosuiwenvie Temnepartypsl, |-l crenexs / Fever, grade [-| 7

Orex, runepemus, 3yn B MecTe uHbekuum / Local skin rash at the injection site 4

boau B xocTax / Bone pain 3

IToxIcIty No of cases ]

Heremaroornueckad TOKCHYHOCTD

Y Bcex 60aBHBIX HAGIIONAIACH TOKCHYHOCTD, CBSI3aHHAS
€ BBEOCHHMCM KakK XuMuOnpenaparoB, Tak ¥ I'M-KCO
(Ta6s.4). TOWHOTA H PBOTA BO3HMKAIH TOCJAE KAXIOTO
BBEJICHHS KapOOILTaTHHA, HOCH/IA YMEPEHHHH XapakTep u
IpoAOaXaauch 1-3 nuda. XuMuOTEpanus CONpoBOXAAIACh
anonenuei y Bcex Gosbubix. ITposBiAeHAS XAMHUECKOTO
LUCTHTA, CBSI3aHHBIEC C BBegcHMeM udochamMuna, uMean
MECTO y 3 manueHToB B BHAE GOJME3HEHHOTO YYaIEHHOTO
MOYEHCIYCKaHUS TIPOAC/IKHUTENBHOCTBI0 OT HECKOJIBKHX
4yacoB 0 | MHA M KynmupoOBaNMCh CAMOCTOSATENBHO. Y 1
6onpHOrO Ha POHE YUAmEHHOTO M GOJE3HEHHONO MOYEHC-
MYCKaHHS Ha IEPBOM Ky pce JJeyeHus HabMonanach Mak po-
reMAaTypHsl, NPH HUCTOCKOMMYECKOM HCCAEKOBAHNH BHAB-
JIEHO IPOPACTaAHME OMYXOJIM B MOUEBOM Ny3HPb, B CBSA3M C
YeM JIEYEHNE TPOIOJIXKMIIN ITOA MPHKPHTHEM FeMOCTaTHYE-
CKHX IIPENAapaToB. B mocaenyomem sSBaeHMH TOKCHYECKO-
TO IINCTHTA ¥ TEMATYPHH HE HAOIIORAI0Ch.

Beenenne 'M-KC® composoxmgasochk UEIHM PSaOM Ho-
Gounsix 3dpexToB. OcO6OE BHUMAHME YAENSLTH TIEPBOMY
BBefieHnI0 'M-KC® B cBA3M ¢ BO3MOXHOCTBIO Pa3BHTHSA
CHHJPOMAa NEPBOH OO3H, MPOABASIOMEIOCH CHIKEHHEM
AJl, onpmkoi ¥ runoKcHeit. B HameM uccenoBaHMM CHE-
xenue Al Ha 20-30 MM pr.CT. nOC/IE BBEACHHS TIEPBOI 1O~
3 I'M-KCO® 6rvuto 3adukcupoBano y 3 GosbHbix. Kak
TPaBWIO, npH nocaexyromux seenenuax F'M-KC® Al oc-
TaBAJOCh CTAOWIbHHIM MM CHHXAJIOCh HE3HAUKTENBHO.
Eme y 2 60;1bHHX GBUIO OTMEYEHO MOSBJIECHHE YMEPEHHOM
onumkH yepes 20-30 MuH mocie mepsoro BBeneHNs I'M-
KC® npn sHopMasibom AJl, onWIIKa MpOXOAHIA CAMOCTO-
arenpHo yepes 10-20 muu u He TpeGoBana MeqUKAMEHTO3-
HOIro BMemareabcTsa. [ToMHHM CHMITTOMOKOMILTEKC CHHI-
poMa nepBoit 03w (opsImKa B mokoe, magenue Al co
100/60 no 80/50 mm pr.ct., Taxukapmus go 100 B MuayTY)
pa3BuiICa y oqHOro 60JBHOIO uepes 25 MHH MOC/Ie BBEae-
Hug nepsoit no3n 'M-KCO Ha nepBom Kkypce seuenus.
YKa3aHHBIE BHIIE CHMITOMH HAOMIONANIMCH B TeueHue 15
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reaction, as a drop in the BP, dyspnea and hypoxia.
In our study a 20-30 mm Hg fall in the BP after the
GM-CSF first dose was detected in 3 patients. After
the next administrations the BP as a rule remained
stable or decreased inconsiderably. 2 more patients
presented moderate dyspnea 20-30 min after the first
GM-CSF administration at normal BP, the dyspnea
lasted for 10-20 min and required no therapy. A com-
plex set of symptoms of the first dose reaction (dysp-
nea at rest, BP drop from 100/60 to 80/50 mm Hg,
tachycardia upto 100 beats/min) developed in 1 pa-
tient 25 minutes following the first dose GM-CSF ad-
ministration at the first treatment course. The above-
mentioned symptoms lasted 15 min and stopped
without any therapy. It was this patient, who
presented dyspnea with no BP fall on administration
of the GM-CSF first dose at cycle 3 of the treatment.
The most frequent complication was fever (7
cases). As a rule fever upto subfebrile and, very rare-
ly, upto 38°C started 3-5 h after a drug administra-
tion and was more pronounced at the first courses.
There were 4 cases of local skin rash at the injection
site developed 2.5-3 h after the GM-CSF administra-
tion. The GM-CSF administration induced moderate
bone pain mainly in the sternum and ribs in 3 cases.
A case of acute myocardial infarction on GM-CSF
administration is of specific interest.
Patient Z.G., a 44-year old male, with a history of
transient hypertension and smoking complained of constricting
chest pain and presented increasing BP upto 170/120 mm Hg.
ECG showed transient changes in the ST-T complex. The pain
lasted for several hours. On hypotensive therapy the patient’s
status got better and the treatment was effectively continued by
the protocol. However, at cycle 4 the first GM-CSF dose again in-
duced chest pain that required analgetic therapy. ECG showed
signs of acute deficiency of the coronary blood circulation. The
patient’s condition improved on therapy with nitrates of prolon-
gated action, the treatment was continued as designed. By the
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MMH ¥ CaMOCTOSTEIbHO poxoauan. MMerHo y sToro 6ob-
fgoro mpHu BBenenun nepsoi no3u ['M-KCO® Ha TperbeM
Kypce mosBuaach oanmka 6e3 cHmxenns All,

Haubonee 4vacTHIM OCHOXHEHHEM ObUTO TNOBHIIIEHHE
TEMIlepaTypH, 3aperucrpupoBaHHoe y 7 GoapHbiX. Kak
NpaBWJIO, TOBHINEHHE TEMAEPATYPH A0 CyO6heOpHIbHBIX
nudp u xpaiide penko 10 38°C n BHIIE HAYMHAJIOCh YEPE3
3-5 u nocsie BBEAEHMS Ipenapara u 6pu1o 6osee BHpaXeH-
HHM Ha NEPBHX Kypcax jeueHus. Y 4 60JbHBIX OTMEYEHO
pasBHTHE KOXHON peakuuu B Mecte uHbekuun 'M-KCO.
V 2 6onbHEX B MecTe MOAKOXHOTO BBencHus ITM-KCO ve-
pe3 2,5-3 u Hab100an0Ch MOSBACHHE IUIOTHOTO MHOUABT-
para 6e3 rumepeMus, COMPOBOXKAABLICTOCS CHJIBHBIM 3Y-
oM. UHDHIBTPATH NPOXOOMIN CAMOCTOSTENBHO K CNEAY~
OMIEMY AHIO, XOTSI 3y COXPAHSICA €UIC B TCUCHUE HE~
ckonbkex aHeit. [logsienue MHPUIBTPATOB HE CONPOBOX-
[AJI0Ch TIOBHIIEHAEM TEMNEPATYypH Tena. Y 1 60abHOTO B
mecre Beegenus TM-KCO ormeuanach BHpaxeHHasd 5pH-
TEMAa KOXH C OTEKOM, TIPOXOASINAY MOC/Ie IPHEMA AHTHIHU-
CTaMHHHHIX NPENAPATOB, XOTS OTEK COXPAHSJICA B TEUCHME
eme HecKoAbKuX aHei. ¥ 1 6oasHOro Habmonaauch BHpa-
XEHHHE HHPUIBTPATH ¢ CHIBHBIM 3y/IOM H OTEKOM IUIEYa,
conpoBoXAaaBmmecsd auxopagkod no 38°C, BmpaxXeHHOI
c1abOCTBIO, COXPAHABIIMECS HA TPOTSKCHHH HECKOJIBKHX
AHeil ¥ YMCHPIIMBIINECS 1TOCJIE TIPHEMA AHTHTHCTAMMHHBIX
npenapartoB. Y 3 GosmbHbix Ha one BBegcHus TM-KCO
OTMEYEHH yMepeHHHE 60/ B KOCTSAX, NPEHMYIECTBEHHO
B IPyAMHE U pebpax.

Ocobo ceqyeT OTMETHTD Ciyuyail pasBUTHA OCTPOroO MH-
¢dapkra muokapna Ha ¢oue segeans [M-KCO.

Boasuo#t 3.I'., 44 net; B aHaAMHE3C — TPAH3UTOPHAH THUIEpP-
TOHMS, Kypenue. Uepes 20 4 nocne BBeaeHns nepsost A03bl TIM-KCP
Ha MEPBOM KypCe OTMETHI nosieneHue 6osieit 3a rpyaAMHOI CKHUMAIOLIe-
ro xapaktepa, conposoxzasummxca noxgsemom AJl g0 170/120 mm
pr.ct. Ha OKI 6bUTH BLISIBAEHDI NPEXOAAILME UBMEHEHHS KOMILIEKCA
ST-T. Bonu coxpaHsuch B TE4EHME HECKObKMX yacoB. Ha doue ru-
NOTEH3MBHOM TEPANUM COCTOSHME GONBHONO YJIYYINMIOCh, U OH MPO-
ROJKAJI IEYEHME N0 TUIAHY € xopoumMm 3ddektom. OnHaKO Ha yeTBep-
TOM KypCe, TAKXe noche nepsoit 1os3st FTM-KC®, BHOBb OTMEUEHO NO-
ABJICHUE 3arpyAMHHbIX Goseil, NnoTpeGoBaBIIMX BBENEHUS AHAJIBIETU-
xo8. Ha OKT BblfiBJIEHBI MPH3HAKHK OCTPOIO0 HAPYIICHMS KOPOHAPHOTO
kposoofpamenus. Ha ¢oHe neueHns HATPATAMM NMPOJOHTMPOBAHHOTO
ZICACTBUS CAMOUYBCTBME GONIBHONO HOPMAM3OBAJIOCH, JieueHne GbiLto
npoaomxkeHo no mnaxy. ITo aanusiM IKT, y naumenta copmmuposancs
KPYTTHOOUATOBbIi1 NePeAHENe PEropOAOHbIH MH(bAPKT MHOKApAa.

I1pn npoBencHMH MEPBOro Kypca y 7 60JIbHEIX OTMEUEHO
HOBHIIEHHE MOYEBOM KHCJAOTH A0 600-800 Mxmons/u,
YTO, BEPOSTHO, CBA3aHO ¢ OHCTPHM PacIazoM oIy XOJIEBOR
MAacCH ToX ACHCTBHEM XKMHUOTEPANNH, a TAKXE NMPEeEXons-
Imee MOBHIIICHAE acnaparuarpancdepass 5o 60-80 E/ny
3 GospHBIX. POCT aKTHBHOCTH aaHUHTpaHCPepasu o SO-
190 E/n 6u1 oTMeueH y 7 nauMesToB Ha MOCTeTHEM Kypce
aeueHds. OctaabHBE GHOXMMHUUECKHE MTOKA3ATENH KOJIe-
Ganuch B Ipenenax HOPMHI.

O6cyxnenune. llogBaeHHe KOJOHHECTHMYJIHPYIO-
mux GaKTOpPOB OTKPHUIO MEPCHEKTHBH Oosiee Ge30macHoro
NpPOBEACHAS XAMHOTEPANME. ITO CTAJI0 BO3MOXHBIM OJ1a-
rogaps YMEHBIICHUIO MHEJIOTOKCHUECKOrO 3¢dexra, BH-

43

ECG the patient developed a large focal front partition myocar-
dial infarction.

During cycle 1 of the treatment 7 patients
presented increased uric acid upto 600-800 xmol/1
which seemed to relate to rapid decay of the tumor
mass as a result of the chemotherapy given, transient
escalation of ALT upto 60-80 U/1 was detected in 3
patients. AST showed a rise upto 50-190 U/1in 7 pa-
tients during the last treatment course. The rest of
the biochemical parameters changed within the nor-
mal range.

Discussion. Colony-stimulating factors re-
duce neutropenia duration and severity, and hence
decrease the risk of infectious complications. The
granulocyte-colony stimulating factor (G-CSF) in
combination with chemotherapy has demonstrated a
markedly accelerated neutrophil recovery after che-
motherapy with Adriamycin and ThioTepa and in-
duced no side effects [3].

Opposite to the G-CSF, administration of the GM-
CSF inflicts a number of adverse reactions including
fever, bone pain, myalgia and arthralgia, local skin
rash at the injection site and elevated liver enzymes

[4, 9]. On the first GM-CSF administration some pa-
tients present a so-called first dose reaction as a drop
in the BP, dyspnea and hypoxia [10]. All the above-
mentioned effects are encountered mainly in admin-
istration of the GM-CSF at 15-30 » g/kg by intraven-
ous rather than subcutaneous injections. The dose
limiting toxicity of GM-CSF is development of
pleuritis and pericarditis. These numerous complica-
tions presumably occur because the GM-CSF enhan-
ces the target cell synthesis of biologically active
agents (tumor necrotic factor, prostaglandin E, inter-
leukin 1, a-interferon and others) . It is mainly these
factors that induce the numerous variety of reactions
on GM-CSF administration [2].

We used the GM-CSF at a dose of 5 ug/kg subcu-
taneously, which was considered sufficient to stimu-
late neutrophil and macrophage progenitors and at
the same time did not inflict severe complications.
The overall changes in the circulating leukocyte and
neutrophil counts on GM-CSF administration were
similar to the previously described administration of
the G-CSF in breast cancer patients treated with

Adriamycin and ThioTepa [2]. But the peak in the
leukocyte count observed 24 h after the drug injection
due to mature neutrophil exit from the bone marrow
depots was more pronounced in the G-CSF adminis-
tration. Besides, the rise in the leukocyte content by
day 15 of the treatment caused by direct CSF effect
on bone marrow granulocytopoiesis precursors in the
GM-CSF administration was due to increase in both
the immature and mature neutrophils, as well as to a
considerable elevation of eosinophils,

There was no control group in our study for evalu-
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3BAHHOIO HUTOCTATHKAMM: COKPAIIEHHUIO CPOKOB M YMEHb-
LICHHIO P1yOHHE HEUTPOTIEHHH, 4 CACNOBATEIBHO, MEHb-
EeMY PUCKY Pa3BUTHSA WH(EKIIMOHHbIX OCA0XHeHHM. ['pa-
HYJIOUMTAPDHBIN KOJOHMECTUMyIupyomuit ¢aktop (I'-
KCO®) BnepBhie HCIIOIB30BAHHKI B 9THX LEISX COBMECTHO
C XHMHOTEpanuel, MoKa3aj CBOK BHICOKYIO 3(deKTHB-
HOCTb M OTCYTCTBHE KaKuX-1160 mobounnix a¢dexros [3 ].

B ormmuue or I'-KC®P npumenenue T'M-KCP conpo-
BOXAAETCS LETHM PSIIOM OO0UHHX 3(dEKTOB, B TOM YHC-
Jie IOBHIICHUEM TEMIEPATYPH, GONIMH B KOCTSX, MBIII-
I1aX M CyCTaBaX, MECTHHIMH KOXHHKMHM PEaKLMIMH ¥ TIOBHI-
IEHHEM AKTMBHOCTH nmeuyeHouHnix depmentos [4, 91. Y
HEKOTOPbIX 601bHbIX n1pH nepsoM BBeacHun I'M-KC® pas-
BHBAETCA TaK HA3BIBACMBIM CHHAPOM IEPBOI O3B, KOTO-
phiti npogBageTCH CHxKeHueM AJl, oapIIIKOM ¥ TMIIOKCHEH
[10]. Bce mepeuncienusie Bone 3¢ dekT BCTPEYAIOTCA B
OCHOBHOM mnpu Hcnoab3oBaHud 'M-KC® s posze 15-30
MKT/KI' ¥ yalle Npu BHyTPMBEHHOM BBEACHHM, YCM TIPU
NOAKOXHOM. J1030ITMMHTHPYIONIEH TOK CHUHOCTBIO ABJISET-
Cs Pa3BUTHE IUICBPUTA U mepukapaura. Ilpeanonaraercy,
YTO NPUYMHOHN CTOJIb MHOTOUMCJCHHBIX OCIOXHEeHuM ['M-
KCO gpnsercd akTHBALMA MM CHHTE3a KJIECTKAMU-MHILIC-
HSMH M NOCIENYIOMUM BHIOPOCOM B KPOBb OMOIOTHYECKH
AKTHBHHIX BELIECTB (ONMYXOJEBOHEKPOTHYECKHI (haKTop,
npocrarnangud E, marepreitku-1, Y-unrepdepon u ap.).
VIMeHHO OHM B 3HAYMTE/IBHOW CTETEHH OGYCIOBIMBAIOT
pasBUTHE CTOJb MHOTOYHCJIEHHBIX M PA3HOOGPA3HHEIX peak-
uuid npn eeneruu TM-KCO [2].

Mu ucniosipzoasiu TM-KC® B noze 5 MKr/Kr noakox-
HO, UTO CYMTAETCHd AOCTATOUHBIM IS CTUMYJISIIHM TIPE/-
IECTBEHHUKOB HEUTPOPHIOB M MakpodaroB U OTHOBpE-
MEHHO HE BHI3HBAET CEPLE3HBIX OCJIOXHECHHUM. B 1iesioM au-
HaMMKa ypPOBHS JICHKOLMTOB H HEHTPodH,IOB B epude pu-
yeckoit kposH Ha oHe BBeaeHus 'M-KC® umena 3akono-
MEPHOCTb, ONTUCAHHYIO HAMH paMee npu sBeacHuu [-KCO
y GONBHEX PaKOM MOJIOYHOM XEJIE3H, JICUECHHBIX AAPHa-
muuuHoM B TuoTad [2 ]. Oanaxo BHOpoc JieHKOLHUTOB ye-
pes 24 u noc/ie BBENEHNS NIPENapaTa, 00yCI0BICHHBH BH-
XOJOM 3pEeNHX HEHTPO(HIOB M3 KOCTHOMO3IOBOTO AEHO,
611 Gonree BripaxeH npu ucnonbzopanun [-KCO. Kpome
TOTO, HAPACTAHHME KOJIMUYECTBA JIEHKOUMUTOR K 15-My nHI0
JIEYEHH ST, 00y CJIOBIEHHOE HEMOCPEACTBEHHBIM BO3CHCTBH -
eM KC® Ha KOCTHOMO3rOBHIE IIPEAIIECTBEHHHKH IPAHY JIO-
LMTONO0333, B Cayqae npuMmereHus 'M-KC® npoucxonnio
HE TOJIBKO 33 CYET YBEJMYCHHS CONEPXAHUS MOJOABIX H
3pebix (hopM HEATPODHUIIOB, HO M 3a CYET CYIIECTBEHHOTO
YBEJIHUCHHS KOJIMYECTBA 03MHO(HIIOB,

Mbi He nmpemycMaTpMBanM KOHTPOABHOM TPYNIBI IS
OLIEHKHM TOKCMYHOCTHM TOJIBKO XUMMOTepanuu. HasecTHo,
uT0 KOMOMHalMs Kap6omnaTnra u uocdhamuaa obragaer
BHIPAXKEHHOH IreMaTOJOrHYECKOH Toxcn!mocn,}o Ipn uc-
MOJAb30BAHMH Kap6ormamna B 103e 300 mr/m% u ucocda-
MHza B Ro3e 5 1/m> y GOJIBHEIX PAKOM LIEHKH MATKH JIEHKO-
neHus u TpoMGouuTonenus IV crenenn 6byIa oTMEUeHA B
28 m 13 % cayuaes [8]. Bonee HMHTEHCHBHBIA PEXUM Kap-
Gontatina B 103e 400 Mr/m> B KoMOuHauuu ¢ uochamu-
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ation of the chemotherapy toxicity alone. The carbo-
platin plus ifosfamide combmatlon is very myelo-
toxic. Carboplatin at 300 mg/ m? and ifosfamide at
S5g/ m? used in cervical cancer patients induced grade
IV leukopenia and thrombocytopenia in 28 and 13%,
of cases, respectively [8]. A more intense regimen
with carboplatm at 400 mg/ m? plus ifosfamide at
Sgl/ m? caused grade IV leuko- and thrombopenia in
50 and 479, patients with small cell lung carcinoma
[13]. Our patients treated Wlth carboplatin at
400 mg/m? and ifosfamide at 6 g/m? with the GM-
CSF did not show evidence of severe leuko- and
thrombocytopenia which allowed us to increase the
carboplatin dose upto 500 mg/ m? and after that —
upto 600 mg/m>.

Though the GM-CSF induced many adverse reac-
tions, they were moderate and transient and did not
require drug correction. Because of the risk of the
first dose reaction, the first GM-CSF administration
was performed at the clinic, while further treatment
was given to out-patients. The first dose syndrome
was detected in 1 case alone, 4 patients presented
single signs of the syndrome, such as dyspnea or BP
drop.

The results of the treatment of poor prognosis dis-
seminated seminoma patients with carboplatin plus
ifosfamide in combination with the GM-CSF will be
analyzed in a greater detail. It should be emphasized
that we achieved response in all the patients and
showed a possibility of safe escalation of carboplatin
dose upto 600 mg/ m?. We hope that such treatment
intensification will improve the objective response
rate and survival in seminoma patients.
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REVIEWS

JIOM B 7i03€ 5 /M BBI3EIBAJ Pa3BHTHE NEHKO- W TPOMGOTIE-
aun 1V crenenn B 50 u 47 % cnyuaeB y GONBHBIX MEJIKO-
KJICTOYHBIM pakoM Jerkoro [13]. Y nammx 60sbHBIX Kap-
Gomtatuy B nose 400 mMr/m2 u ndocdamun B Koze 6 r/M° B
couerannu ¢ T’M-KCO® He BH3BIBAJN CYIIECTBCHHOH Jei-
KO- ¥ TPOMOOTNIEHHH, YTO NO3BOJIIJIO YBEJIMUMTH JO3Y Kap-
6onaruHa no 500 mr/ M2, a 3areM ¥ 10 600 mr/m”,

Xora TM-KC® gBassics NpuuMHON MHOTOUMCJICHHBIX
nobouHHX 3¢deKTOB, OHH HOCHWIH YMEPECHHBIH H MPEXOAs-
mui XapakTep U He TpeOOBaM MEAHKAMEHTO3HOH KOppEK-
uuH. B cBA3H C OMAaCHOCTHIO Pa3BUTHA CHHAPOMA NEPBOM
posu nepsoe seenerune I'M-KC® ocymecTBasim B yCI0BH-
49X CTalMOHApa, a 3aTeM NPONOJIXKAJH JeueHne amOysa-
topHO. CHHAPOM HEPBOit 03K ORI 3a(PUKCHPOBAH TONBKO
y omuoro 6ossHOro npu nepsom ssegeHnn 'M-KCO, B 4
C/Iyyasix OTMEYEHHI OTREIBHBIE COCTABJISIOMME ITON0 CHH-
ApOMA, TAKHE KAK ONWIIKA wiu CHIxeHue All.

Pe3yapTaTh JicueHUs GOMBHHX C KHCCEMHHHPOBAHHOM
CEMHMHOMOIi ¢ IUTOXMM NpPOTHO30M KOMOMHaumei kapbon-
nateHa M udocdamuaa B couctanun ¢ [M-KCD Gyayr
npeaMeToM bosiee OeTaMbHOrO aHaunu3a. BaxHo momuepk-
HyTb, YTO 3(DEKT J€UeHNs JOCTHTHYT Y BCEX OOJBHEIX,
APH 3TOM MOKA3aHAa BO3MOXHOCTb 0e30MacHOro NoBHIIe-
HM4 103H Kapboriatura xo 600 mr/ M2, MOXHO HamesTs-
cd, yTo MOAOOHA® MHTEHCHPHUKALMSA JEUYEeHHS YIYUIIMT
HENOCPEACTBEHHbIE U OTAAJIEHHHE PEe3ybTATH JICUCHHS
GONMBHKEIX C CEMHHOMOIA.

OB30OPHbLIE CTATbU
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JpIxaTeabHast HelOCTATOMHOCTD NPH OOLLEH aHECTE3UH Y
OOJbHBIX C ONMYXOAAMH CPENOCTEHHS

HHUH xaunuveckoii oHKOR0ZUU

BniepBhie BLISBJCHHAS PEHTTEHOJOTHYECKH OIYXOJb
CPENOCTEHHS [/IS NPABHJIBHOIO BHOOpa METOHNA JeUeHUs
tpebyer Mopdoaornyeckoii Bepudmkanuu. JIag 3T0H ne-
JIM, KaK TPaBuio, IpUOEraoT X OMHOMY K3 TPeX WHBA3HB-
HBIX METON0B 3a00pa TKAHH ONYXOJH /IS TOCACAYIOMEro
WCCJICAOBAHNA: NAPACTEPHATLHON MENHACTHHOTOMMH, Me-
ANACTHHOCKONMMH Ju60 TpaHCOPOHXHANbHOM OHOmcHM ye-
pe3 "XecTKui" 6pOHXOCKOIL.

Hanuune omyxo/iu nepegHero CPENOCTEHN MOXKET OHTh
NOBOOOM AJIA NMONIBITKH €€ Xprpm‘ICCKOI‘O yYaajacHu4.

B HEKOTOpHX CATyauusx GOJBHHM, CTPANAIOIINM OILy-
XOJISMH CPENOCTEHHS, MOXET MOTPeGOBATHCS BHIIOIHEHHE
JKCTPATOPAaKAJIBHOIO XHPYPrHYECKOTO BMELIATE/IBCTBA JIH-
60 6osIe3HEHHOM IPOLETYPHI.
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Respiratory Failure under General Anesthesia in Pa-
tients with Mediastinal Tumors

Research Institute of Clinical Oncology

Mediastinal tumors first found by X-ray need
morphologic verification for the doctor to choose a
correct treatment method. There are three invasive
methods of taking a tumor sample, as follows: para-
sternal mediastinotomy, mediastinoscopy or trans-
bronchial biopsy through a rigid bronchoscope.

The presence of a tumor in the front mediastinum
may be a reason for surgery.

Some patients with mediastinal tumors undergo
extrathoracal surgical intervention or a painful proce-
dure.

All these procedures are performed under general
anesthesia which is of a specific or sometimes ex-
tremely high risk of a so-called "mediastinal com-




