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Cpean roz6ymuTeneii uadexnuy npeodiaaaim Koaryia3oHera-
TUBHEIe cTadunokokkn (p<0,02) (Tadun. 7).

Taxum oGpa3oM, JUTUTENLHOCTH HEHTPOIIEHUK M JIMXOPANKH Y Je-
teit ¢ OMJI, nojygasmux porpamvuoe deuenne mBFM-87 AML,
CYIIECTBEHHO HE PA3IMYAJIACH HA PA3HBIX STANAX NMPOTPAMMHOMK XK~
myorepanuu. Yame Bcero nuGeKIMOHHBIMEH OCJOXKHEHMIMH Ha
diorne OH GpLd NHEBMOHUH, HHOUIUPOBAHHBIE IEHTPAJIbHbIE BE-
HO3HBIE KaTeTephl M SHTEPONATHH. Y npeobiagaomero 60JbnuHCT-
Ba Juxopazmmux Jeteit ¢ OMJI ynanoch BHIEINTh N3 KPOBH FpaM-
nonoxuTeasaLIe KoKKH (73,9%). Cpenu HUX KOArylaa3oHeraTHBHbIC
craduioxorru cocTaiai 47%. C 1996 mo 2000 &. o cpagHeHmio ¢
npeapymy naTiaeraeM ¥ 36% OosbHbIX HaGmoaanocs 0osee 2
ammzomos PH, yro cBaA3ano ¢ nobaBjeHHEM ABYX KyPCOB MHTEHCH-
dukanuy xummuoTepanyuy. Ha Beex sTamax NporpaMuoro JeveHus
J0CTOBepHO npeodaasamm neiitponenuy IV cremenn.
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PEJKWUE HEBPOJIOI'MYECKHUE OCJIOZKHEHUA
XMMHOTEPAITHHA 11O CXEME FAC

HHH kaunuueckoll onrxonozuy

Cxema FAC (500 mr/m* 5-¢ropypammia B KOMOMHAIMM C
50 mr/m* agpuavuuana n 500 me/m? nukiaodocdana) apasercs
CTAHAAPTHOM JJIA JEUEHNS PAKA MOJIOYHOM Kee3bl, NPUMeHsIeT~
¢ B TeYeHHe MHOTHX JIET H, KAK CYMTAETCS, He BLI3bIBAET HEHpo-
ToRCHYeckuit 3¢dexT. B nccienoBanuu, npoBeJeHHOM B OT/ee-
HAAX XEMHOTEpanuy M KIHHHIecKoil dapmaxonrorun POHILI um.
H. H. baoxuna PAMH, pannas cxema 6pu1a ucnonn3opana y 24
GOJIBHBIX PAKOM MOJOYHOI Keie3bl. Y 2 (8,3%) U3 HUX ROSHMKJIA
aKCTpanMpaMugHble HADYNIEHNA.

B neproM ciiyyae AMArHOCTHPOBAHA MPeXOAsAINAs OpOMAHIU-
GyJaApHAaA JUCTOHHSA, BO BTOPOM — JHMIEBOM reMucna3M. YuuThi-
pasg, UTO NPH HPOREJEHNM XHUMHOTEPANHM TAKHe OCTOXKHEHU
PA3BUBAIOTCA JOCTATOYHO PEIKO, MPUBOIUM HAGIIONCHUS,

BoasuaaP., 39 ger; B anamuese; uHGeKIMOHHBIH TOJINAPTPUT B AETCTBRE,
¢ 25 Jer — CHHAPOM BereTaTHBHOM AUCTOHMH, MUrpeHb. I1o moBoay paka MoJiod-
HOIi JKeje3sl ¢ MeTacTa3aMi B NoNMbIedHbie JumMpoysnsl noayunia 8 xypcos
HeOaNBbIOBAHTHON xumuoTepannu no cxeme FAC c yacruynbiM 3¢ dexrom. Bo
ppems Nieuenus 3ahUKCHPORAHB! NOGOYHBIE PEAKLMNA B BUe TOUTHOTHI, PBOTHI U
anonenun. B mepsbiii JeHb KAKNOF0 Kypca OTMEYANA JIErkoe «0ecnoKoicTero» B
OpaJibHOIl MYCKyJaType, CaMOCTOATEJBHO IpoXosuee K CHEAyiOLieMy IHIO.
Cpa3sy nocie 5-ro Kypca BIEpPBbIE NOABUIACH YMeDeHHAd TOJOBHAA G0ab, Ha 3-1
JileHb OTMETHIIA PejKie HeNPON3BOAbHbLIE CHA3MBI B MBILINAX A3BIKA, PTA W HIDK-
Heil YeMocTH, CONPOBOKIABIIMECS CRUMAHNEM JeNlocTell, 3aTPYAHABIINE pedb
u npuem mumy. Yepes 10 gHeii cnasmbr camocroaTenabHo npouund. IIpu ocmoTrpe
yepes 2 He mocae 5-ro Kypea #ao0 He NpexbsBiIAia; OTMEUEHbI HENPOU3BOIb-
Hple eIMHUYHbIe COKPAINEHNs KPYFOBOM MBIIIIB! PTa; ZPYroi 04aroBoii n odie-
MO3T0BOI HEBPONOIHYECKOH CHMNTOMATAKY He BbIAIBIEHO. DICKTPO3HuehaIo-
rpaMMa Ha APOTSIKEHMH BCero mepuojna HaGmoneHns Obuaa 6e3 cymecrBeHHOH
puHaMuky. JluarsocTApoBRasa Npexopdmas Tokewdeckasd OpoMaHAuOyaspHAS
qucronus. OT jJeyenns rumepkunesa GoJbHAA O0TKA3ANACk, TAK KaK Oogmach €O~
YeTATH ero ¢ uurocTaTukamu. Ilocne oKOHYAHUA XMMHUOTEPANHH OPANLHELA [H-
NepKHHE3 CAMOCTOATENbHO MOJHOCTbIO perpeccupoBan. B mepuon nunamuyec-
KOTO HAONIOHEHUS KAI00 M H3MEHEHNH B HEBPOJIOTHIECKOM CTaTyce He GbLI0.

were isolated in majority (73.9%) of the AML patients with fever,
coagulase-negative staphylococci being 47% of that number.
During 1996-2000 more than 2 FN episodes were detected in 36%
of the patients which was due to addition of 2 intensification cycles.
Grade IV neutropenia was preponderating at all treatment stages.
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RARE NEUROLOGICAL COMPLICATIONS OF FAC
CHEMOTHERAPY

Institute of Clinical Oncology

FAC (5-fluorouracil 500 mg/m?, adriamycin 50 mg/m?
cyclophosphamide 500 mg/m? is a standard schedule for the
treatment of breast cancer thought to be free from neurological
toxicity. The Chemotherapy and Clinical Pharmacology
Department, N.N.Blokhin CRC, performed a study of this
schedule in 24 patients with breast cancer. 2 (8.3%) patients had
pyramidal lesions as oromandibular dystonia in one and facial
hemispasm in the other case. We thought it reasonable to report
these rare cases of neurological morbidity after chemotherapy.

Patient R., aged 39 years, had a history of infectious polyarthritis in child-
hood, since the age of 25 years had vegetative dystonia, migraine. The patient
received 8 cycles of neoadjuvant polychemotherapy by FAC schedule for
breast cancer with axillary lymph node metastases to achieve partial response.
On therapy the patient presented with adverse reactions as nausea, vomiting
and alopecia. On day 1 of every cycle the patient complained of mild strain in
oral muscles disappearing by the next day without therapy. The patient felt
moderate headache immediately after cycle 5, reported of muscle spasm of
the tongue, mouth and lower jaw accompanied by jaw clenching that inter-
fered in eating and speaking. The spasms disappeared without therapy 10 days
later. The patient had no complaints at examination at 2 weeks following cycle
5; presented with involuntary contraction of the mouth circular muscle but no
other focal or general neurological symptoms. Electroencephalogram was
without changes during the entire follow-up period. The diagnosis of transient
oromandibular dystonia was made. The patient refused treatment for hyper-
kinesis in order not to mix it with cytostatic therapy. The oral hyperkinesis dis-
appeared completely after chemotherapy completion. There were no com-
plaints or changes in the patient’s neurological status during follow-up.

Patient S, aged 55 years, had a history of many-year vegetative dystonia,
disposition to arterial hypotonia. Before cytostatic therapy the patient had no
complaints; at presentation she had mild dysarthria (appeared little by little
during the past year, as the patient said), end-position nystagmus, right
peripheral paresis of the hypoglossal nerve with tongue muscle hypertrophy.
The patient received 8 cycles of FAC chemotherapy for breast cancer with
axillary Iymph node and multiple bone metastases. The patient demonstrated
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Kaurwecxue uccrelobariis

Boxbnasa C., 55 ner, B anamuese B TeUeHNe MHOTHX JIET CHHAPOM Berera-
TUBHOM JHCTOHUM, CKIOHHOCTD K ApTepuansHoii runoronnu. o Havama uuro-
CTATHYECKOTO JIeYeHHS XKaJo0 He NPpedbABIAIa; HPA OCMOTPe: JIerKas AU3apT-
pusa (co cioB GONLHOM, NMOABHIACH HCHOABOJL B TeyeHHE NOCIEAHEro roia),
yeranosounslii uucrarm, nepudepuyecknii napes X1l Hepsa cnpasa ¢ rHNOTPO-
¢ueii Mpimn s13p1Ka. Ilo mMoBoJy paKa MOJOYHOM JKeJle3bl C METACTA3aMH B NOJI-
MpIneyHble JaMGOoy3 bl i MHOKECTBEHHBIME METACTA3aMH B KOCTH HOJy4nna 8
kypcoB xumuoTepanun no cxeme FAC. Ilponedena ¢ yacTadnbiM 3¢ dexTom n
NO0OYHEIMUY PEAXIHUAMY B BHE aJOHENUM ¥ reMaTONOTHYECKON TOKCHYHOCTH 1
crenenn. ITocie 7-ro Kypca oTMeTHIZ HENPOU3BOJIbHBE Oe360Ne3HEHHbIe Cla3~
MBI B MBIHIZX JiMIa cupasa. [lpn ocMoTpe: peakie HepUTMHYHBIE KPATKOBpe-
Mennble TOHUKO-KIOHHYECKHUEe COKPAINEHHS MBI NPAaBOil IMOJOBMHbY JHNA,
HAYAHAOIMECH C KPYTOBON MbIMNBI IJIa3a H PACHpOCTPAHAIOIHECH BHM3.
Mexay crasMaMa JUNO CHMMETPHIHOE, Jerkas ciaocTh MUMHICCKOH MyCKy-
naTypm cnpasa. BodpHasa He Moria MPOU3BOJILHO NPOJEMOHCTPHPOBATH A 32~
mepxarp cuasMm. MPT-uccrenosanne ne BRISBUIO 04aroBoi MATOJOTHM MO3Ta,

OTpanaTeNbHAST JMHAMMKA Ha dJeKTPodHmedantorpaMme NposBHIACH HAPO-
KCH3MAJIBHOH AKTHBHOCTHYO B BHJE OCTPHIX BOJH aMIuuryaoi jo 90 mxB, crma-
JKEHHOCTH MEX3OHANBHBIX Pa3JHYuil BIVIOTh HO MX MCYE3NOBEHH:A, CHUIKEHHeM
peaxuuu akrusanyy, Jlnaraocruposan Juueroii reMucnasm. Ha done npuema 150
Mr QUEJIencHHA B CYTKH B TeYeHHe 3 Hejl YacToTa CIIa3MOB NOCTeNeHHO CHU3MIACK
JI0 OFHOTO B CYTK¥., B Heproa AuHaMuyecKoro HaOMI0AEHMs CIA3MBI HCYE3IIH.

JIuneroil reMucnasM pacueHeH XaK NposABiIeHHe TOKCHIHOCTH I cTemeHn
(CTC NCI, version 2.0), opomannubynspHasa auctonus 11 cremenn TaxecTn
(TaK Kak 06bl1a HapyureHa yHKuus — O0JbHAS UCHEITHIBAJA 3aTPYAHEHMs NPH
APTUKYIAUMY M TpHEME THII).

Opomanpu0ynIapHas JUCTOHUS — 5TO BAPHAHT (POKAILHON MhI-
IDICYHOH MUCTOHUH, OOGYCHOBJIEHHON HOpAaXKeHWEM BKCTpanupa-
MUEHOM cHcTeMBl — $a3aJbHBIX IAHIJIUER WIH CBA3AHHBIX ¢ HUMU
cTpykTyp. JInnepoi reMucnasm maorne agTopsi [1, 2] pacuennsa-
0T KaK nepudepuiecEnii TunepKuHe3, CBA3AHHBI C HPPUTATUB~
HBIMH Ipoueccamu B JunesoM Hepse. OnHako ero nepudgepuyec-
KHe U JenTpPAJIbHbIE MEXAHN3MbY NiepeIlIETeHbl JOCTATOUYHO TECHO.
IIpu 5TOM CYHIECTBEHHYIO POJIb B IATOreHe3e ruiepPKUHE3A HIPAIOT
JUCYHKIUA IKCTPANHPAMUIHON CUCTEMbI, MOBBINEHNE AKTHB-
HOCTH PETUKYNAPHOH (opManum, HAapylHeHUe MEXKIONYyMapHOi
ACHMMETpPYH U ICUXOreHHbIe (HAKTOPHI.

Ha nam Barang, HeilpoTokcuaHocTh cxempr FAC y nanmbx na-
nUeHTOK 00yciaoBieHa AeiicTeueM 5-¢propypanmia. Kax u3secTHO
o0 JAHHLIM JMTEpPATyphi, MPenapaT cnocofeH IPOHUKATH depes
remarosnnedarnyeckuii 6aphrep, YaCTOTA ero HeHPOTOKCHIECKHX
3¢gdexros B A03aX, NPEBLUNANUX MCIOJL30BAHHbLIE B CXeme
FAC, cocrasiaszer 5—10% [5, 11] n nposBisierca B OCHOBHOM 0CT-
poii Mo3:KeuKoBO#l AucthyHKIuel (aTakcueii, HACTAIMOM, AHCMe-
Tpuei, xuzaprpueii). HaGmonaercs u xuddysnoe nopaxenue ro-
NOBHOro MoO3ra B BHAe 3HuedazomaTaM ¢ roJoBHOH G6oJnio,
HADYIIEHMEM CO3HAHMH, Je30pueHTanueli, leTapruei, cyxopora-
MH, nedexTaMu MO3HABaTenbHol mearexsnoctd [10, 11]. Berpe-
JaloTcs riuasoaBurarennusie napymenns. Tak, H. Bygrave u coarT.
[4] onMcHIBAIOT OCTPO PasBUBIIMICS TPAH3UTOPHBIH MO3KEIKO-
BBl CHHAPOM, COYETARIMMIACA ¢ OyNbOAPHHIM HapaAIMIOM M ABY-
CTOPOHHMM NAPAINIOM [JIA30JBHIATEILHOTO HepBa. J. Romero u
coapr. [8] npuBOAAT penKkmii cayyail NpexoAamero OIHOCTOPOHHE-
ro napajmya oTBoAAmero Hepsa y 70-ieTnero 60JIbHOTO PAKOM
CUrMOBHIHOU KUINKH.

Ommcansl KpaitHe pegkue ciygad dokamsmoii muctonnu [3].
V GoapHpIX ¢ HAPYHIEHHBIM META0O0JN3MOM MMPUMHUIAHA, TAKUM
KAK ZeQHUUT SH3MMA AUTHIPONHPUMHINH IETHXPOTHHA3LI,
BCTpeyaMuMes npumepao y 3% 60apHBIX pagoM [7,9], puck paz-
BUTHA HePOTOKCUYHOCTH NPH JIEYEHUH NMPEenapaToM NoBLINaeT-
es [5, 9—11] u, no gaunem J. Milano u coast. [6], cocraBaser
37%. HeilpOTOKCHYHOCTE MOXKET OBITh MOTEHHHUPOBAHA HA3HAYE-
HHMeM o-uHTepdepoHa, JeHKoBOPHHA, NUCIIATHHA, (oauesoil
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partial response and adverse reactions as alopecia and grade I hematological
toxicity. After cycle 7 the patient complained of involuntary painless spasms of
right facial muscles. At presentation: rare arrhythmic short tonicoclonal con-
tractions of right facial muscles beginning from the mouth circular muscle and
spreading downwards. The patient failed to stop or start a spasm. MRT found
no brain focal pathology. EEG negative changes consisted of paroxysmal activ-
ity as acute waves of up to 90 mcV amplitude, smoothed interzonal differences
up to complete disappearance, decreased activation reaction. Facial hemis-
pasm was diagnosed. The patient received finlepsin at 150 mg daily for 3 weeks
which led to reduction in spasm frequency up fo one daily. The spasms were
not reported during follow-up.

The facial hemispasm was assessed as grade I toxicity (CTC NCI, version
2.0), grade II oromandibular dystonia (due to functional impairment: the
patient felt difficulty when eating and speaking).

Oromandibular dystonia is a variant of focal muscular dystonia
due to impairment of extrapyramidal system, basal ganglia or
related structures. Many authors [1,2] consider facial hemispasm
to be peripheral hyperkinesis associated with facial nerve irritation.
However, its peripheral and central mechanisms are interrelated.
Extrapyramidal dysfunction, increased reticular formation activi-
ty, disorder of interhemispheral asymmetry and phsychogenic fac-
tors play a considerable role in hyperkinesis development.

We think that the FAC neurotoxicity in the reported cases was
caused by 5-fluorouracil. According to published data [5,11] the
drug overcomes blood-brain barrier and at doses higher than in
the FAC schedule induces neurotoxicity as acute cerebellar dys-
function (ataxia, nystagmus, dysmetria, dysarthria) in 5% to 10%
of cases. Diffuse brain lesions as encephalopathy with headache,
consciousness disorders, disorientation, lethargy, convulsions,
cognitive defects were also reported [10,11] as well as oculomotor
disorders. For instance H.Bygrave et al. [4] described acute tran-
sient cerebellar syndrome in combination with bulbar paralysis
and two-side paralysis of the oculomotor nerve. G.Romero et al.
[8] report of a rare case with transient one-side paralysis of an
efferent nerve in a 70-year old patient with sigmoid cancer. There
are reports of rare cases with focal dystonia [3]. Cancer patients
with pyrimidine metabolism impairment as dihydropyrimidine
dehydrogenase deficiency (3%) [7,9] are at increased risk of neu-
rotoxicity due to 5-fluorouracil [5,9-11] which reaches 37%
according to G.Milano et al. [6]. The neurotoxicity may be
potentiated by o~-interferon, leukovorine, cisplatin, folic acid [11-
13]. Combination of 5-fluorouracil with levomizole may lead to
multifocal leukoencephalopathy that is sometimes mistaken for
brain metastases. The symptoms usually disappear after the drug
is discontinued or corticosteroids are administered. Cranial irra-
diation enhances neurotoxicity exacerbation. Mechanism of 5-
fluorouracil neurotoxicity is unknown, its transformation into
fluorocitrate in the central nervous system with further inhibition
of Krebs cycle is discussed in the literature [11].

kuciorsl [11—13]. IIpu couerannu 5-propypanuna c jieso-
MM30JI0M MOXKeT pa3sBMTbCA MyasTH(OKAIbHAA JelKo3Hne-
dhaxonaTua, HHOTAA ONMIMOOYHO NMArHOCTHPYEMAst KAK MO3T0-
Bole MeTactaspl. OHa 00pIYHO paspemaeTcs NPU OTMeHe
npenapaTa Wi Ha3HAYEHHM Koprukocteponaos. OGiayyenue
gepena cnocodCTBYeT 3K3auebpayyn HeidpoTOKCAYHOCTH.
MexanuzM HeHPOTOKCHYHOCTH 5-dropypanuia HensBecTed,
B JiaTepaType o0CyKmaercsd ero npespainenue B (aiooponur-
pPaT B HEHTPATLHOM HEPBHOM cHCTEME ¢ NMOCAeNyIONIei MHIH-
Ounumeit makna Kpeoca [11].
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CPABHEHUE PE3VIIBTATOB PA3HBIX BHJIOB
JEYEHA XOPHOMJAIBHBIX METACTA3OB

Kagedpa onxonozuu PMAIIO, HHH kaunuueckoii onKono2uu
Mocxoscras ogmansmonozuueckas KAURUMECKast GoAbHUYA

B nacTosmee BpeMs 0OTMEYALTCS POCT METACTATHYECKOTO Opa~
KeHHd OPrana 3peHus, YTo, HO-BHIUMOMY, CBA3AHO ¢ YBeINdeHH-
€M NPOTOJIKMTENLHOCTH JKH3HK OHKOJOTHYecKux GonbHpix [1].
Yame BCero B IJa3 MeTacTasupyeT Pak MOJMOYHOM xenedpr [2].
IlpeuMyiecTBEHHO WOPAKAETCH 3A/HUI OTAEN COCYAUCTOH 060~
JIOUKH IJIa3a — xopuouged [3]. Meracras B I11a3 nposABAAeTCS CHU-
JKeHdeM B TOU MM MHOH CTeNeHH OCTPOTHI 3PEHUS IOPAKEHHOr0
riaasa, gederramu noja 3peand. Ilpu pake MoxogHoM XKene3pl B
30% cxydaes HAOMIONAOTCA JBYCTOPOKHUE BHYTPHUINIA3HbIE MeTa-
cTassl. BricTpopacTymias MeTACTATHIECKAS ONYXOJs MOXKET NpH-
BECTH K cenoTe. 3amavya jeyeHnsa — qo0uThesa CTOMKOM perpec-
CHM METACTATHYECKOH OHYXOJH M YJIYUIIATh OCTPOTY 3peHus
TIOPAKEHHOTO0 IIa3a.

MpbI npoBefiu CPaBHEHHE PE3YJLTATOR PA3NMYHbIX BUIOB Jeye-
HHUA BHYTPULJIA3HBIX METACTA30B.

Marepuanst 1 Metonst. IIpoananu3upoBassl PesyabTATH! JedeHus ¢ CeHT0-
p= 1984 . o centabps 1999 1. 36 Goabuprx, uau 105 cxyuaer MeTACTATHYECKO-
ro nopaxernus raa3 (19 SoxbupIxX UMenH FBYCTOPOHHHE METACTA3BI): MYMKIMH
6s10 — 10, xemuua — 75 B Bozpacte or 18 mo 72 xer (megnana 46 ner). Ilep-
BHYHBIE ONYX0JH GBUIM HPEACTABJIEHE! PAKOM MOJIOYHOMH Keme3nt — 69, paxom
JIErKoro — 9, XopuoKapuuHOMOM AMIKA — 2, PAKOM INHTOBUAHOMA Kene3nl — 2,
paxom xexynka — 1, pakoM Toxcroil kumgy — 1, xonapocapkomoii Gexpa — 1,
HeBRIARJEHHbM ouaroM — 1.
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EFFICACY OF DIFFERENT MODALITIES
OF TREATMENT FOR CHOROIDAL METASTASES

Chair of Oncology, Russian Academy of Post-Graduate
Education; Institute of Clinical Oncology; Moscow
Ophthalmology Clinical Hospital

There was a rise in frequency of metastatic involvement of
eyes over the last years which might be due to increasing life
span of cancer patients [1]. Breast cancer accounts for majori-
ty of eye metastases [2]. Chorioidea, posterior vascular tunic of
the eye, is the commonest metastasis location [3]. Eye metas-
tases manifest themselves as reduction in vision of the affected
eye, visual field defects. Double intraocular metastases are
encountered in 30% of breast cancer cases. The rapidly growing
metastatic tumor may cause blindeness. The treatment goal is
to achieve stable regression of the metastatic tumor and ame-
Tioration of vision of the affected eye.

We compared results of different treatments for intraocular
metastases.

Materials and Methods. Treatment outcomes were analyzed in 86
patients with 105 metastatic tumors of eyes (19 patients had double metas-
tases) managed during September 1984 to September 1999. 10 patients were
males and 75 were females, patients’ age was 18 to 72 years (median 46 years).
The patients' primaries were breast cancer (69), lung cancer (9), testicle
choriocarcinoma (2), thyroid cancer (2), gastric cancer (1), colonic cancer
(1), femoral chondrosarcoma (1), 1 metastasis was from unknown origin.

Besides eye metastases S0 patients had metastases to other sites (see the
figure). Intraocular metastasis was the first evidence of disease generaliza-
tion in 23 patients, the remaining 13 patients had metastases to other sites in
remission and presented with eye involvement at 4 to 27 months (median 4
months) from diagnosis of other metastases.

Time of follow-up after treatment was 1 to 35 months (mean 8.5 months,
median 8 months).

Treatment was considered effective if complete response (CR) or partial
response (PR) and preservation or amelioration of vision were achieved, no
response (NR) was recorded in cases with fumor size unchanged or continuing



