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®EBPIIBHBIE HEATPOIIEHUN V NETEN
C OCTPBIMHA MMEJOUTHBIMU JTENKO3AMUI

Omdenenue Xumuomepanuy AeiiKo308,
HHHU demckoii orKon02UU U 2eMAMOA0ZUL

@ebpunsnpie Heiirponenun (OH) cocTaBasgoT oy U3 HAHGO-
Jiee BAXHBIX mpobiaeM B JiedeHMH GOJNBHEIX OCTPEIM MHEJIOMITHBEIM
Jeiixozom (OMJI). Bonbasie OMUJI aBAsI0TCS rPYNIONH BEICOYAlIIE-
ro PHCKA B OTHOINCHMH PA3BHTAA WH(EKINMOHHBIX OCIOKHEHMUA,
9ACTO 3aKANYMBAIOIIMXCA JeTaabHsM HexomoM (5—13%) [2]. Y 90%
6oasaprx OMUJI B nepuo Jedenus passupaerca IV creneHb HeliTpo-
NeHHH, 4TO YBeIMYHBAET PHCK HHGEKIMOHHLIX OCIOXKHEHMi J0
41% [1]. Ioaromy uccnenosanne OH y neteii ¢ OMJI spnseTcs ak-
TYANBHBIM Ui Pa3paGoTKH BOMPOCOB PANMOHANLHON Tepanuu H
NpOPUIAKTAKY 3TUX OCHOKHeHmit. I ouweHKH crenenn HeliTpo-
HeHMH HCIob3oBanach Kiaccuduxanus BO3: I crenenp — Koym-
yecTBo Helirpodmios Goapme 1000 B 1 mxnx kposy, II crenens — ot
1000 o 500 5 1 Mk, III crenens — ot 500 mo 100 B 1 mxu, IV cre-
nens — Hke 100 B 1 M.

Hccnenopanu 43 pedenka (30 manpunkor u 13 nesouex B Bozpa-
cre ot 1,5 o 16 wet) c OMJL, HaX0gUBIMXCS B OTAeJeHUH XUMHUO-
Tepanau Jeiiko3os ¢ 1991 mo 2000 r, noxy9aBmux JedeHHE N0
nporpamme mBFM-87 AML, y KoTopbix Habaogaxocsk 80 snuso-
go8 PH. Ilporpamma mBFM-87 AML Bkiaioyaer B ce0sd: HHAYK-
o pemucenn (LuTo3ap, pyGomunun, senesux), 1-xo u 2-10 dasn
KOHCONMMAANMYA peMaccud (UHT032p, PYOOMHIMH, BHHEKPHCTHH,
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Febrile neutropenia (FN) is a most important problem in the
treatment for acute myeloid leukemia (AML). The AML
patients are at the highest risk of infectious complications that
are often fatal (5-13%) [2]. 90% of AML patients have grade IV
neutropenia which increases the risk of infection to 41% [1].
Study of FN in children with AML is therefore important for
developing rational therapy and prevention of these complica-
tions. The WHO classification was used to assess neutropenia:
grade I, neutrophil count more than 1000 per mcl blood; grade
11, neutrophils 1000 to 500 per mcl blood; grade IXI, neutrophils
500 to 100 per mcl blood and grade IV, neutrophils less than 100
per mcl blood.

The study group was composed of 43 children (30 boys and 13
girls aged 1.5 to 16 years) with AML managed at the Leukemia
Chemotherapy Department during 1991 to 2000 and receiving
treatment by mBFM-87 AML program with a total 80 FN
episodes. The mBFM-87 AML program consists of remission
induction (cytosar, rubomycin, vepeside), phases 1 and 2 of
remission consolidation (cytosar, rubomycin, vincristine,
cyclophosphamide, 6-mercaptopurine, prednizolone), intensifi-
cation cycles 1 and 2 (high~dose cytosar and vepeside).

Table 1
AnutensHocts ®H y 43 peTteit ¢ OMJT / FN duration in 43 children with AML
Sran newen KOnMECTED MunumaneHo | MakcumaneHo | Cpepgtsia CranpaptHas
amuzaopor OH omoKa
AHN
Muaykuys / Induction 39 4 33 16,5 *2,9
1-51 paza koHconampaumu / Consolidation phase 1 22 4 12 9,5 +1,7
2-a daza koHconmpaalm / Consolidation phase 2 8 5 14 11 +1,1
1-7 kypc uxTeHcudukaumu / Intensification cycle 1 6 18 15 +1,8
2-1 kypc nHTeHcndukauum / Intensification cycle 2 4 12 9 +1,6
No. of FN days
Treatment stage 0- O Standard error
episodes
Minimal Maximal Mean
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Tabnuua 2 Table 2
JAnurenbHocTb nuxopagkn y 43 peTteii ¢ OMJ / Fever duration in 43 children with AML
MunumansHo | MakcumansHo | Cpeghas
Sran neueHust Konuyecteo CranpgapTHas
anuzonoe PH ouwmbka
OHN
Wnaykumsa / Induction 39 2 30 55 +1,37
1-51 hasa koHconvaaumu / Consolidation phase 1 22 3 7 5 +0,81
2-9 ¢aza koHconmpauum / Consolidation phase 2 3 4 +0,92
1-11 kypc uHTeHcudmnkaumn / Intensification cycle 1 7 2 15 14 +1,6
2-1 kypc uHTeHcudukaumn / Intensification cycle 2 3 3 +0,3
days
No. of FN
Treatment stage episodes Standard error
Minimal Maximal Mean

mukjaodocdan, 6-MepKaNTONYPHH, Npexan30iaoH), 1-i 0 2-if Kyp-
chl HHTeHCH(pUKAIN (BBICOKHE J035I HUTO3APA U BENE3NN).

Yacrora @H paszimyanack B 3aBUCHMOCTH OT 3TANA XUMHOTEPA-
nesTHYeckoro Jgeuyenns. HamGoapwee umciao snusomos OH
®<0,01) naGmopanoch B Nepuox MHAYKuuu pemuccun (39, wmn
48,8%). B 1-ii (haze KOHCOMMAAIMH PEMUCCHH KOJIHIECTBO MU0~
nos OH (22, umn 27, 5%) 6bL10 10CTOBEPHO MeHbINE, YeM B HepH-
0L HHEYKIHN peMuccHu, Ho Goapme (p<0,001), uem Bo 2-ii haze
roncoxumamau (8, mu 10%) n npu JBYX Kypcax MHTeHCH(PHKATMN
(7, win 8,8% u 4, win 5% COOTBETCTBEHHO).

Frequency of FN varied with respect to chemotherapy stage. The
highest FN number (p<0.01) was reported during remission induc-
tion (39, 48.8%). The number of FN episodes in phase 1 of consoli-
dation remission (22, 27.5%) was significantly less than during remis-
sion induction, but more (»<0.001) than in consolidation phase 2 and
in both intensification cycles (7, 8.8% aund 4, 5%, respectively).

Neutropenia duration (table 1) was similar at different stages
of the mBFM-87 AML program but somewhat longer during
remission induction and intensification cycle 1 though the dif-
ference was not statistically significant.

Ta6bauua 3 Table 3
CreneHb PH y peTeii c OMJT Ha pa3HbIx aTanax jieyeHns o npoTokony mBFM-87 AML
FN severity in children with AML at different stages of treatment by mBFM-87 AML program
KonuiecTeo Konvuectso ammsopos ®H
HeiATpodnIos — —
8 1 mkn kpoBun —— 1-a ¢paza 2-a daza ~ 1-ikypc 2-i1 kype
KOHCONMMaauun KOHCcONnAauvin nHTeHcndrKauvm nnTeHcuduKaummn |
500—1000 4(10,2)
500—100 4(10,2) 3(13,6) 1(14,3)
<100 35 (89,7) 19 (86,4) 7 (87,5) 7 (100) 4 (100)
Bcero../Total ... 39 (100) 22 (100) 8 (100) 7 (100) 4 (100)
Induction Consolidation phase 1 | Consolidation phase 2 Intensification Intensification
Neutrophil count cycle 1 cycle 2
per mcl blood
Quantity of episodes FN

Npuwmeyatue. 3peco n B T1a6n. 4—7 B ckobkax — npoueHT / Note. Here and in table 4-7 numbers in parentheses are percentages.

Tabnupa 4

YacTora anusopos ®H y neteit ¢ OMJ1 B 3aBUCMMOCTN OT Neproaa neyeHuns
Number of FN episodes in children with AML with respect to treatment period

Table 4

Yucno pereii ¢ GH
Mepuop, Bcero gereit
1 anuzopa, 2 anuzopa 3 anm3oz/a 4 anu3opa 5 anu3onoB
1991—1995 11 (52,4) 10 (47,6) — — — 21 (100)
1996—2000 8 (36,4) 6 (27,3) 4(18,2) 2 (9,1} 2(9,1) 22 (100)
1 episode 2 episodes 3 episodes 4 episodes 5 episodes
Periods Total No. of children
Number of children with FN
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Tabnuua 5 Table 5
AimtensnHoctb ®H y peteii c OMJI B 2aBUCUMOCTHM OT NEpHOAA JIeYeHUst
FN duration in children with AML with respect to treatment period
Nepuon, 2—6 nHelt 7—15 pHeir 16—24 guei >24 pHeii Bcero peteii
1991—1995 4 (12,9) 20 (64,5) 2 (6,5) 5(16,1) 31 (100)
1996—2000 4 (9,7) 24 (48,9) 17 (41,5) 4(9,7) 49 (100)
Period 2-6 days 7-15 days 16-24 days >24 days Total No. of FN

JaurennHocTh HeiTponenuii (tabia. 1) cymecTBeHHO He pas-
JUYATIACH HA PA3HBIX 9Tanax nporpamMmel mBFM-87 AML, oxua-
K0 HauboJsee MPOTOZKUTEIbHON OHA ObLIa B MepHOI WHAYKIHH
pemucceny u upd 1-m xypce unTeHCHPUKAUMU, XOTA PAZHUANZ
CTATHCTHYECKH HEOCTOBEPHA.

JMreNpHOCTD JIMXOPATKH TAKKE He Pasinyaiach B 3aBUCHMOC-
TH OT 3TANA JeueHus (Tadm 2).

B nepuon uuaykoud pemuceny (Tabn. 3) B ocHOBHOM mpeodaaga-
Ju neiirponrennu IV crenenn (<0,0001) mo cpaprenmo ¢ IIT m 1T
crenenamu, B 1-if u 2-ii pazax KOHCOMHAATNM U NPH IBYX KYpcax UH-
TeHcH(UKanuu npeodaagam neiirponenuu IV crenenn (p<0,0001).

Kosmgectso amuzonos OH (tadun. 4) e paznuyaioch B 3aBUCH-
MocT# OoT nepuoia geuenus (p>0,05).

Kommyecteo snuzonos PH ¢ pnareasnocrsio ot 7 10 15 nueit
(ra6x. 5) Geuro HauGoasmuM (p<0,01) B nepuon Kax 1991—1995 rr.,
1aK 1 1996—2000 . Opxaxo yucho snuzonos OH c miurensHoCThIO
o7 16 0 24 pueii ObLI0 3HAYHTENLHO Gonbine B nepuox 1996—2000 rr.

Ta6nuuya 6

Fever duration did not differ with respect to treatment stages
either (table 2).

Grade IV neutropenia was encountered more frequently dur-
ing remission induction (table 3) than grades Il and I
(p<0.0001). Grade IV neutropenia was also more frequent in
consolidation phases 1 and 2 (p<0.0001).

The number of FN episodes was practically the same at dif-
ferent treatment stages (table 4).

The number of FN episodes lasting 7 to 15 days (table 5) was
the highest (»<0.01) during 1991-1995 and during 1996-200.
However, the number of FN episodes with duration 16 to 24 days
was much larger during 1996-2000.

Identification and sanation of infection sources are of great
importance for prevention of infectious complications in neu-
tropenic children with AML (table 6). Pneumonia was the com-
monest infectious complication (p<0.001). Infection sources
were not identified in 36 (45%), pneumonia was the FN cause in

Table 6
YacToTa nHEeKUUOHHBIX OCINoXHeHUlA y aeteld ¢ OMJ1 u GH Ha pone nporpammuoro siedeHus ¢ 1991 no 2000 rog
Frequency of infectious complications in neutropenic children with AML receiving program treatment during 1991-2000
KonuuecTteo GOH
UHdeKunoHHbIe Bcero
OCrIOXKHEeHUs 1-5 ¢asa 2-a ¢asza 1-ii kypc 2-i1 kypc
UHAYKLUS
KOHCOAMZaumm KoHconvgauuv | nHTeHcnduKaunu | MHTeHCudpnKauuy
He Brigrnex
Not identified 19 (48,7) 9 (40,9) 2 (25) 2 (28,6) 2 (50) 34 (42,5)
Cromatut
Stomatistis @7 1(1,8)
MHeBMOHMA
Pneumonia 11(28,2) 4(18,2) 15 (18,7)
Abcuecc
Abscess 2(5,1) 2 (2,5)
BeHo3HbI KaTeTep
Venous catheter 2 (5,1) 4.(18,2) 4 (50) 4 (57,1) 14 (17,5)
SuHTeponatus
Enteropathy 2{5,1) 4(18,2) 2 (25) 1(14,3) 2 (50) 11 (13,7)
Tepriec
Herpes 2(5,1) 1(4,5) 3(3,7)
UTtoro..
Overall. 39 (100) 22 (100) 8 (100) 7 (100) 4 (100) 80 (100)
induction consolidation consolidation intensification intensification
Infectious phase 1 phase 2 cycle 1 cycle 2 Total
complications
FN number
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Tabnunuya 7

Table 7

Mukpo6uosioruueckas xapakrepucTuka Bo3dyauteneii undgekuuii B kpoen y aAeteii ¢ GH v OMJ1 B neproa, nporpamMmMHoOro sie4eHus

¢ 1991 no 2000 ron

Infection pathogens in AML children with FN receiving program treatment during 1991 to 2000

Bosoyautennb
nHpEeKUUun

Komyecteo PH

MHAYKUUS

1-a ¢pasa
KoHconuaauum

2-9 ¢paza
KOHconupauun

1-i1 kypc
uHTEeHCcudMKaum

2-i1 Kypc
MHTEeHcndUKauun

Bcero

He BrisiBrieH
Not identified

staphylococci

3onotucTble
CTapUITOKOKKM
Staphylococcus
aureus

3eneHsawme
CTPEnTOKOKKMN
a-Streptococci

remonuTnyeckue
CTPENTOKOKKU
Hemolytic
streptococoi

SHTEPOKOKKM
Enterococci

Knebcuennbl
Klebsiella

Colon bacilius

CuHerHoiHbIe
MasiouKkn
Blue pus bacillus

OHrepobakTephb!
Enterobacter

MnecHesble rpybhbl
Fungi

Kanguabl

Candida

Acneprib
Aspergillus

MToro...
Overall..

KoarynasoHerarus-
Hble CTahUNOKOKKIA
Coagulase-negative

KuiueyHbie nanoykim

26 (86,7)

2(6,7)

1(3,3)

1(3,3)

30

11 (52,4)

1(4,8)

1(4,8)

2(9,5)

1(4,8)

2(9,5)

1(4,8)

1(4,8)

1(4,8)

21

3 (50)

3 (50)

6

1(14,3)

2 (28,6)

1(14,3)

1(14,3)

1(14,3)

1(14,3)

7

2 (100)

2

43 (65,2)

8 (12,1)

1(1,5)

3(4,5)

1(1,5)

3 (4,5)
1(1,5)

1(1,5)

1(1,5)

1(1,5)

Pathogen

induction

consolidation
phase 1

consolidation
phase 2

intensification
cycle 1

intensification
cycle 2

FN number

Total

Jng npouIAKTHKY MH(EKUINOHHBIX OCJHOKHeHMd y JeTell ¢
OMJI 1 PH na doHe NPoOrpaMMHOl XUMUOTEPANMI BAKHYIO POJIb
HIPAIOT BhISBJICHHE M CAHAIMSA 04aroB UH(EeKIHOHHBIX OCIIOKHEHUIT
(Ta6n. 6). B mpeoduanaromem doapmmHcTBe caydaes (p<0,001) nn-
dexnpuoaHsIMI OCHONHeRNaMH Oblii THeBMORuM, He 0bUI0 BBIAB-
JIeHO HH(EKIMOHHBIX 049aros B 36.(45%) u3 80 snuzoxos OH, mHes-
Monust 6una npaanaoit OH B 15 (18,75%) u3 80, mudbumupoBanHbit
UEeHTpaIbHEIA Beno3ubii Katerep B 18 (22,5%) us 80, sureponaTus B
11 (13,8%) u3 80 anu3010B, peike AA(EKNHOHHBIME OCHOKHEHHAMU
6buI BUpyCHAA HH(pEKU, a0cece MATKKX TKAHEH U CTOMATUT.

6

15 (18.75%), infected central venous catheter in 18 (22.5%),
enteropathy in 11 (13.8%) of 80 FN episodes, other causes such
as viral infection, soft tissue abscess and stomatitis were much
less frequent.

Coagulase-negative staphylococci were the commonest
pathogens (p<0.02) (table 7).

In summary, neutropenia and fever duration in AMVL children
receiving treatment by mBFM-87 AML program was similar at
different treatment stages. Most common infectious complica-
tions were pneumonia and enteropathy. Gram-positive cocci

N
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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

7



