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HENPOTOKCUYHOCTDH
MAKJINUTAKCEJIA

HHUHU kaunuveckoli onxonoeuu

Bricokast IpOTHBOOTTYX0JIeBast aKTUBHOCTh MAaKJIUTAK -
ceJjla MO3BOJIWJIA B HACTOSIIEE BpeMsT 3HAYMTEILHO pac-
LUAPUTH 00J1aCTh €0 MpUMeHEeHHsI. B CBsI3M ¢ 3THM aKTy-
ajibHA NpobeMa MPaBUIbHOMX U CBOCBPEMEHHO OLICHKU
TOKCUYHOCTH TIperapaTa NMpu MOHOTEpanuu U codera-
HUU C IPYTUMHM LIMTOocTaTMKamu. Kak n3BecTHO, OCHOB-
HBIM I030JUMUTHPYIOUIUM (DaKTOPOM MAKJTUTAKCeNa IB-
JISIETCSl MMEJOAEeNpPeccus, OOHAKO B psle CJIyuyaes,
0COOEHHO TIPU UCTIONB30BAaHWM BBICOKMX JIO3 TIperapata
C TPaHyJOLMTAPHEIM KOJOHUECTUMYITUPYIOLINM (haKTO-
pOM, Ha NepBbIi IUIaH BHIXOAUT HEMPOTOKCHIHOCTD, KO-
TOpasi OrpaHUYMBaeT JajibHeillee MpUMEHEeHUe Ipena-
parta. HeBposiormyeckue paccTpoicTBa, OOBIUHO HE
yrpoxasi XU3HU OOJIbHOrOo, CYIIECTBEHHO YXYALIAIOT €€
KauyecTBO. MBI TTAaHUPYEM TMPEICTaBUTH Psii, COOOILeHUIM
O HEHPOTOKCUYHOCTU MaKJIUTaKCeAa ¥ OOAbHBIX PAKOM
MOJIOUHOW JXeJIe3bl U AMIHUKOB. JlaHHOe cooBIIeHne —
nepBoc M MOCBSIIIEHO 0030PY AUTEPaTYPhI.

N3BeCTHO, YTO NAKIUTAKCEN SIBJISIETCS] HOBBIM «MUTOTH-
YECKHUM SIIOM», €TO TPOTUBOONYXOJIEBBI 3 deKT 0byc-
JIOBJIEH CTUMYJISTIMei cOOpKH Ae(eKTHBIX MUKpPOTPYOO-
YeK M3 IUMEPOB Oeika TyOyAuHA. DTH MHKpPOTPYOOUKU
TEPSIIOT CIOCOOHOCTD pacnagaThCsi U He MOTYT (hOpMUpPO-
BaTh KJIETOUHOE BepeTeHO B (paze mutoza. ClaeaCcTBUEM Ha-
pylicHUs1 PYHKLIMOHUPOBAHUS MUKPOTYOY/ISIPHOTO aIa-
paTa KJICTKH SIBJISIETCS He TOJIBKO OJIOKUPOBaHKE Mpoliecca
ZIENCHUS, HO U TTOBPEKICHUE CKeJleTa KJIETKH, HapyILIEHHUE
€€ MOABWXKHOCTH, BHYTPUKIETOUHOTO TPAHCTIOPTA U Tepe-
JIaY¥ TpAaHCMEMOpPaHHBIX CUrHAJIOB [ 1]. MexaHu3m Heiipo-
TOKCMYHOCTH OOYCNOB/IEH e ACTBUEM TNpenapaTa Ha MUK-
pOTPYOOYKHU HeHpOHOB M  HIBAHHOBCKHMX KJIETOK,
BBI3BIBAIOLLIVM aKCOHAIBHYIO IeTCHEepaLnio U JCMUCTUHU -
3aimio [5]. A. Pace n coanr. [20], olleHWBasT KITMHUUYECKHE
U BJIEKTPOMU3UOTOTHUCCKUE XAPAKTEPUCTHUKU OOJBHbIX,
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Paclitaxel is widely used owing to its high antitumor
activity. It is important to evaluate toxicity of paclitaxel
both in mono- and combination therapy. Myelodepression
is known to be the main dose-limiting toxicity, however, it
is neurotoxicity that takes the priority especially in high-
dose therapy in combination with granulocyte colony
stimulating factor. Neurological toxicity though not life-
threatening deteriorates significantly the patient’s quality
of life. We plan to publish several reports of paclitaxel neu-
rotoxicity in patients with breast and ovarian cancer. This
review is the first publication from this series.

Paclitaxel is a mitotic poison, i.e. its antitumor effect
involves stimulation of assembly of defective micro-
tubules from tubulin dimers. These microtubules lose the
ability to dissociate and cannot form cell spindles at
mitosis phase. The impairment of the cell microtubular
functioning results in block of cell division, damage of
cell skeleton, impairment of cell mobility, intracellular
transport and transmembrane signal transmission {1].
The neurotoxicity is caused by the drug action on neuron
and schwann cell microtubules leading to axon degener-
ation and demyelinization [5]. A.Pace et al. [20] evalu-
ated clinical and electrophysiological characteristics of
patients receiving paclitaxel (175 mg/m2) and its combi-
nations with platinum complexes to come to the conclu-
sion that moderate neurotoxicity of paclitaxel was of
axonal nature. E.Rowinsky and R.Donehower [23]
believe that neuronopathy may also be involved together
with axonopathy and impairment of axonal transport.
Experimental study on organ-typical culture of spinal
radicles demonstrated paclitaxel ability to induce neu-
ronal and schwann cell microtubular binding. The pre-
liminary findings suggest that paclitaxel neurotoxicity is
related to plasma concentration of the drug [22]. Severity
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MOJNY4MBILMX TaKkiutakeen (175 mr/m2) u ero kombuHa-
UM C MPOU3BOAHBIMY TUIATUHBI, PACLIEHWIN YMEPEHHYIO
HEMPOMATUIO KAK AKCOHANBHYIO ¢ CyMMapHEIM 3¢ ¢heKToM
npemnaparos riatuHbl. E. Rowinsky u R. Donehower [23]
CYMTAIOT, YTO HApPsIy C aKCOHOIATUE M HapyLICHUSIMHU
B aKCOHAIBHOM TPAHCHOPTE BO3MOXHA U HEHPOHONATHSI.
B uccnenoBaHusix Ha OPraHOTHUITMYHBIX KYJLTypax CIIH-
HAIBHBIX KOPEITKOB ObljIa TIPOAEMOHCTPUPOBAHA CHOCO0-
HOCTb TMaKJAMTaKce a BhI3BIBATH TaKHe MOPGOIOrHYecKue
3¢ deKTh, Kak CBA3BIBAHHE MUKPOTPYOOUEK B HEMpoHax
Y LIIBAHHOBCKUX KieTkax. [IpeasaputeabHble JaHHBIC O3~
BOJIWJIW aBTOPaM TPEATIONOXUTb CBSA3b HEWPOTOKCUYHOC-
TH C KOHILEHTpaluel nakiurtakcena B rnasme [22]. Ts-
JKECTb CEHCOPHOW MOJUHEWPOMATHHU  KOppesupyeT
¢ dapmakokuHeTnKo npenapara [26]. [lpu rucronornye-
CKOM OLIEHKE M3MEHEHWH B CEAATMIIHOM HEpPBE MbILLEH,
MOMYMUBLUMX BBICOKME 03Bl MakiuTtakcesa (3,5—8.5
MT/KI/CYT B TeueHUe 5 Hei ), BhIsABIeHA TeTeHepaLysl, 1o-
JOOHast BAJLIEPOBCKOM, cocTostiiast U3 (hpparMeHTHUPOBIH -
HBIX aKCOHOB W BTOPUYHOM IUMHUEIMHU3auun. Mukpo-
CKOITMUYECKUE U3MEHEHMSI B TOJIOBHOM MO3Ie BBIsIBIISLIUCH
NMPEUMYIIECTBEHHO B KOPE MOJYIHAPUIA U MO3XKEYKA, PeXKe
B 0a3aJIbHBIX ¥ MO3XKEUKOBBIX SI/TPAX U COCTOSITH U3 HEKPO-
3a HEMPOHOB, OTeKa U PeaKTUBHOIO I11o3a [9].

B GonblUMHCTBE ¢yvaeB HEMPOTOKCHUHOCTD NAKIIMTaK-
ceJia TIPOSIBISIETCSI CUHAPOMOM TIOJIMHEHPOTIATUHN pa3ind-
HOW CTEIIEHY TSDKECTH. DTO CUMMETPHYHBIE, TIPEUMYILECT-
BEHHO CCHCOpHBIE pacCTpoiicTBa (OOBIYHO OHEMEHME)
B JUCTIBHBIX OTAENAX KOHEUHOCTEH MO TUIY «HOCKOB
M nepuatok». BerpeualoTest napecte3un B nepuopaibHOil
o0JacTH, xryuve 60U B NMogoILBax U cromax, Kak npasu-
JI0, IOMUHUPYET MopaxeHue HOT. boab npu nmomHeitpona-
THH HEOOXOIUMO OTAMYATE OT OONU NP apTPaITi /MU~
MU, TAKXKE BO3HHUKAIOIUEH TIPU BBENEHMM NAKIUTAKCEA.
st aToro mpemnaraior cienyowme auddepeHLnaIbHO-
JuartHoctTruyeckue kpurepud [ 18] (taba. 1).

HeitpocencopHast nucdyHKIMs 0OBIUHO COMPOBOXIA-
€TCSl CHUKEHUEM WJIM OTCYTCTBUEM IUCTANBHBIX CYXO-
XKWIBHBIX pedieKcoB, 0COOEHHO aXW/UIOBLIX. Moryr
BCTPEYaTbCH MOTOPHBIE U BeTeTATUBHbBIE HAPYILIEHU [2,
15, 24, 28]. Tak, no nanubim A. P. Kudelka u coasr. [15],
NpM 03¢ nakianTakcena 250 Mr/M2 (B cOYETaHUM C Tpa-
HYJTOLIMTAPHBIM KOJOHUECTUMYJIUPYIOLIMM (HAKTOPOM)
MOTOpHas Heliponatusi 1—I1 crerenn Habmoganacs y 4
13 26 6osnbHBIX U [1] crenenn — y 1. Cpean BeretaTus-
HBIX NPOSABIEHUNH OMUCHIBAIOT CHHKOMNAJBHBIE COCTOS-
HUs (B TOM 4HMCJIE OPTOCTATUYECKYIO THITOTEH3UIO), Na-
panurnyeckuit uneyc [18, 24]. T. Schilling u coasrt. [24]
HAOMIONAIM OPTOCTATUYECKYIO TUIOTEH3NIO v § n3 24
OOJILHBIX PAKOM TOJIOBBI U 1lIeH, MmoydaBuimx 200 Mr/m?2
naxuutakcesna B KomOuHauuu ¢ 100 mr/m2 npcriatuHa.
OtMeyaeTcst Npexomsiiii Xapakrep BCeX HapyLUeHHil
[13, 14, 26]. CyObekTHBHbBIE UBMEHEHUS YaCTO MPEBAJIU -
PYIOT Hal CTENEHBIO OOBEKTUBHBIX CUMIITOMOB, BBISIB-
JISIEMBIX IIPA HEBPOJIOTUUECKOM OCMOTPE, B TO X€E BpeMs
HENPO2JIEKTPODUZUOIOTHUECKHNE TECTbI OBIBAIOT TNOJIO-
JKUTEJIbHBIMU PN CYOKIMHUYECKOH TOKCHUHOCTH |3,
11, 22, 24]. Hapany ¢ noauHeiiponaTueii Habmomaercs
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of sensory polyneuropathy correlates with drug pharma-
cokinetics [26]. Histological study of changes of the sciat-
ic nerve in mice receiving high-dose paclitaxel (3.5 to 8.5
mg/kg/day for 5 days) discovered Wallerian-like degen-
eration consisting of axon fragmentation and secondary
demyelinization. Brain microscopic lesions were found
mainly in cerebral and cerebrellar hemisphere cortex and
less frequently in basal and cerebrellar nuclei and consist-
ed of neuron necrosis, edema and reactive gliosis [9].

In most cases paclitaxel neurotoxicity manifests itself as
polyneuropathy syndrome of variable severity. This is sym-
metrical, mainly sensory disorder (as a rule numbness) in
distal limb regions («socks and gloves»). Perioral paresthesia,
burning pain in soles and feet are also reported. Lower limbs
are the most frequent site of the lesion. The polyneuropath-
ic pain should be differentiated from arthralgia/myalgia also
associated with paclitaxel therapy. The following differenti-
ation criteria are proposed | 18] (table 1).

The neurosensory dysfunction is usually accompanied
by decreased or no distal (mainly Achilles) tendinous
reflexes. Motor and vegetative impairment is also report-
ed [2,15,24,28]. A.P.Kudelka et al. |15] report of grade I-
IT motor neuropathy in 4 and grade III in lof 26 patients
receiving paclitaxel at 250 mg/m? (in combination with
granulocyte colony stimulating factor). The vegetative
impairments include syncopal conditions (including
orthostatic hypertension), paralytic ileus [18,24].
T.Schilling et al. [24] found orthostatic hypertension in 8
of 24 patients with head and neck cancer receiving pacli-
taxel 200 mg/m? in combination with cisplatin 100
mg/m2. All the changes were transitory [13,14,26].
Subjective complaints often predominate over severity of
objective symptoms as detected by neurological examina-
tion; neuroelectrophysiological tests may be positive in
subclinical toxicity [5,11,22,24]. Auditory neuropathy is
detected together with polyneuropathy [8,12]. H.Gogas
et al. [12] detected ototoxicity after 3 cycles of paclitaxel
(175 mg/m?2) and cisplatin (75 mg/m?2) combination.

Other neurotoxicities such as grand mal, ataxia,
encephalopathy are reported in rare cases (less than 1%)
[18,21]. Some patients receiving high-dose paclitaxel
presented with visual disorders as flittering scotoma
[18,23]. Myopathy was observed at doses higher than 250
mg/m2 (in combination with cisplatin) [22,23,25].

Paclitaxel central toxicity requires special consideration.
Its exclusive character may be explained by the fact that
paclitaxel cannot easily overcome blood-brain barrier
[1,21]. J.R.Perry and E.Warner [21] reported of transitory
encephalopathy in two cases on paclitaxel therapy. One of
these patient presented with several episodes of confusion,
aphasia, behavior changes, bilateral foot signs. All the symp-
toms disappeared without treatment. The other patient had
headache and ataxia. Neurological investigation including
magnetic resonance tomography, lumbar puncture and lab-
oratory tests failed to find any causes of the encephalopathy
other than paclitaxel effect. EEG discovered diffuse non-
specific rhythm slow-down. The authors failed to establish
mechanism of the symptom disappearance.
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Tabnuua 1

Kpurepun 6onu npu nonuHeiiponariy 1 apTpantum/Mmuanrum
Pain criteria in polyneuropathy and arthralgia/myalgia

Table 1

605b BO BCEM TENE
Pain, Cramps, general body pain

Arthralgia/myalgia

Cungpom KauecteeHnnas xapakrepucTuka 6onmn Bpemsa BO3HUKHOBEHUSA
MonuxerponaTua OHemMeHMe, nokansiBaHne, XOoKeHue O6bI4HO NOCIe HECKOSIBKUX KYPCOB, MHTEHCUBHOCTL
Polyneuropathy Numbness, tingle, burning HapacTaeT C yBenuueHnueM KyMynsTUBHOM A03bl

Usually after several cycles, severity increases with
rise in cumulative dose
ApTpanrus/mmanrns Bonb, kpamnu, reHepannaoBaHHas O6bI4HO Yeped 2—3 AHs Nocne BBEOEHUS

(He3aBUCKMMO GT KONMMYECTBA NPOBEAEHHBIX KYPCOB);
NPOXOAMT Hepe3 HECKONbKO AHEeN

Usually at 2 or 3 days after administration
(irrespective of how many cycles is received);
disappears after several days

Syndrome Pain quality characteristic

Time of onset

Heiipomatust ciyxosoro Hepsa [8, 12]. H. Gogas u coasr.
[ 12] BBISIBUIM OTOTOKCHUHOCTD MOCie 3-ro Kypca KoMOWHa-
umn naxintakcesa (175 mr/r2) ¢ uucratunoM (75 mr/r2).
Hdpyrue HeBPOJOTHUECKHE OCJOXKHEHUSI BKJIIOUAIOT
grand mal, atakcuto, 3HLedAUTONATHIO U BCTPEUAIOTCH
penko (MeHee 19%) {18, 21]. Y 60abHBIX, TOTYYUBLUMX BbI-
COKME N103bl MAKJIUTAKCEA, OMMCAHbI 3pUTEJIbHBIC PaCcCT-
pOWCTBA B BUIE TIPEXOISIUMX MEPLAKOLINX CKOTOM [18§,
23]. Ipu no3e npenaparta 6osnee 250 Mr/m? (B KOMOMHA-
UMM C LUCITATUHOM) OTMeUeHa muonaTus [22, 23, 25].
Ha ueHTpasbHON HEHPOTOKCUYHOCTU MakJuTakcena
caelyeT OCTaHOBUTbCS 0c000. Ee MCKIIOUMTENBHOCTD,
BO3MOXHO, OOYCJIOBJ€HA TeM, YTO IIpenapar ¢ TPYAOM
NIPOHWKaeT Yepes remato3HuUedarnyeckuii oapeep [1, 21].
J. R. Perry u E. Warner [21] onucany TpaH3UTOPHYIO DH-
uedalonaT1io y AByX MalMEeHTOK, NMOJYyYUBLUMAX NaKJIH-
Takcen. Y 01HOI U3 HUX TTOCJIe TIOC/ISA0BATE/IbHbIX BBE/1E-
HUH  HEOJHOKpPATHO  OTMeYalucCh  [pexoasias
CIYTAHHOCTb CO3HAHUsI, 3NeMeHThbI ada3uu, U3IMEHEHHUS
NnoBeJAeHUs!, ABYCTOPOHHUE CTOIMHBIE MATOJIOTUUECKHUE
3Haku. Bce cumiirombl paspeitaaiuck CIOHTAHHO. Y Ipy-
roil MauMeHTKH OBIIM MHOTOKPATHBIE TOJMOBHbiE GOJIN
u arakcus. HeBposioruueckoe o0cCieq0BaHKe, BKIOUASI
MarHUTHO-PE30HAaHCHYO ToMmorpaduio, aomMOalbHYIO
MYHKUMIO 1 JIAGOPATOPHbIE TECTHI, HE 0OHAPYXUJIO HHUKA-
KMX TTPUYUH 3HUEDATONAaTHH, KPOME TOKCUUECKOTO BO3-
neiicteus nakanTtakcena. D30 BeisiBrna anddysHoe He-
crieunpurueckoe 3aMeUIeHue puTMa. ABTOPbI OTMEUAIOT,
YTO MEXaHMW3M camMopa3pelleHUsI CHMIITOMOB HESICEH.
[TpusHaku HEHPOTOKCUUHOCTH OOBIYHO Pa3BUBAIOTCSI
yepes3 HECKOJIbKO KYPCOB CTAHAAPTHBIX /103 MaKJIUTaKCe-
na (135—250 mr/m2), HO MOTYT HabJIOAAThCS YKE Yepe3
2472 4 nocne seYeHusi BBICOKMMU Ko3amu (Gonee 250
mr/m2) [23]. P. A. Forsyth u coasr. [11], nsy4ast nepude-
PUYECKYI0O HEHPOMAaTHIO, BbIZBAHHYIO MAKIUTAKCETOM
(200—250 mr/m?2), BLISIBMIIM, YTO HAPYUIEHUST YyBCTBU-
TENBHOCTH NOSIBWINCH Y 84% OOJIbHBIX PAKOM MOJIOYHOH
JKeJie3pl TIoCJIE CPEHErO Yucia LUKIOB, pasHoro 1,7,
¥ cpeaHeii cymmapHoi 1o3bl 371,5 mr/m2. Ob1uasi 4actoTa

Neurotoxicity signs as a rule develop after several stan-
dard doses of paclitaxel (135-250 mg/m2) [23].
P.A.Forsyth et al. | 11] studied paclitaxel-induced periph-
eral neuropathy (200-250 mg/m?2) to find sensitivity
impairment in 84% of breast cancer cases after a mean
number of cycles 1.7 and an average total dose 371.5
mg/m2. In clinical trials overall frequency of polyneuro-
toxicity in breast and ovary cancer was 60%, marked symp-
toms were observed in 3% [18,27]. 27 patients presented
with neurological symptoms after 1 cycle and 34 (51%)
after 2 to 10 cycles of paclitaxel therapy [27]. Table 2 sum-
marizes published data on polyneurotoxicity resulting from
paclitaxel monotherapy and in combination with epiru-
bicin (Epi) in breast cancer patients and with platinum
complexes (cisplatin [DDP], carboplatin [CBDCA]) in
breast and ovary cancer patients. Severity of the symptoms
was evaluated according to WHO criteria.

The following factors determine frequency and severi-
ty of paclitaxel neurotoxicity: single and total dosage,
schedule, combination with other neurotoxic cytostatics,
risk factors.

J.Boilis et al. [3] demonstrated the neurotoxicity fre-
quency and severity to rise with increase in paclitaxel
dosage. P.Bunn Jr et al. [4] detected severe peripheral
neuropathy at 200 mg/m? (in combination with etopo-
side), C.J.Langeretal. [16] - at 215 mg/m? and more. All
investigators report of neurotoxicity rise in parallel with
increase in paclitaxel cumulative dose [2,5,18,29].
C.Wasserheit et al. [29] considered neuropathy to be a
dose-limiting toxicity after 5 therapy cycles. Patients
receiving paclitaxel in combination with other neurotox-
ic cytostatics, in particular with cisplatin are more liable
to polyneuropathy [5,8,22]. The neurotoxicity risk is
increasing in patients suffering from diabetes, alcohol
abuse, having a history of previous neurotoxic therapy
with vincaalcaloids and platinum derivatives. Such
patients are prone to rapid development of motor and
vegetative disorders. Even before start of paclitaxel ther-
apy they may have polyneuropathy signs which are not
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Tabnnua 2 Table 2
HacroTa nonmHeliponaTim y 60/1bHbIX PaKOM MOJIONHOM XENEe3bl ¥ PakoM SUYHNKOB, NONY4aBLUIMX NaKIMTaKcen
Polyneuropathy frequency in breast and ovary cancer patients receiving paclitaxel therapy
flosa, Wutepean Kom 4 P CteneHb nyacrota MCTOUHMK
Mr /M2 MeXAy BBeAeHUAMM, ombBuHaLus ucno 6onbHLIX BbIP2XEHHOCTH AUTEpaTYpPbI
BHU nonuHenponaTumn
200 28 — 15 1—93% [3]
200—250 H.A. — 37 I——97% [11]
225 21 — 36 44% [13]
135 21 O0P 75 mr/m2, 41 —IV—3,2% [10]
DDP 75 mg/m?2
135—250 21 OOP 75 mr/m2, 36 I1—28% [14]
ctx 750 mr/m?2
DDP 75 mg/m?
ctx 750 mg/m?2
200 21 DOP 75 mr/m2, 44 1—96% [29]
DDP 75 mg/m?2 1—52%
90 14 AOP 60 mr/m2, 16 N—IV—38% [25]
DDP 60 mg/m?2
135—210 21 CBACA/AUC* 30 1—I1—583,3% [19]
5—7.,5 mr/m?
CBDCA/AUC*
5-7.5 mg/m?2
225 28 CBACA 35 1—43% [3]
300 Mmr/m?2 1—49%
CBDCA 111—3%
300 mg/m?2
225—227 21—28 CBACA 44 II—Nl—12% [17]
400 mr/m2
CBDCA
400 mg/m?2
>110 21 Epi 50 mMr/m?2 40 II—1I—43% [7]
Epi 50 mg/m?
<200 21 Epi 60 mr/m?2 31 II—11—42% 6]
Epi 50 mg/m?
>150 21 Epi 50 mr/m2, 16 11—28% [7]
ctx 500 mr/m2
Paclitaxel dose Intercycle interval Polyneuropathy Reference
’ ’ Combination No. of cases severity and
mg/mz2 days p
requency

Mpumedanue. ctx — umknodochamu, H.4. — HeT AAHHbIX, * NNOLWAAL NO4 $apMaKOKMHETUYECKON KPMBOW
Note. cix, cyclophosphamide; n.d., no data; *, area under pharmacokinetic curve.

MOJMHEAPOIATUH B KIIMHUYECKUX UCITBITAHUSX TPH paKe
MOJIOYHOW XKeNe3bl M pake SMYHMKOB cocraBuia 60%,
4 BBIpAXEHHBIE CUMIITOMBI BCTpedasn y 3% O0NbHbBIX
[18, 27]. ¥ 27 GOAbHBIX HEBPOJOTHYECKHE CUMITTOMBI
HaOmofanmmch nocne | xypca nevenus u y 34—51% —
nociie 2—10 kypcos [27]. B Tabn. 2 npuBeieHbl JaHHbBIE
JINTEPATYPBI, OTPAXKAIOLIME HACTOTY MOJUHEAPOTIATUH TTPH
JIEYEHNH NIAKIIUTAKCETIOM B MOHOPEXUME U KOMOUHALIMSIX
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contraindications to chemotherapy. In these cases the
risk of severe neurotoxicity should be carefully weighted
against therapy effect [5,18,20,22,28].

Discontinuation of paclitaxel therapy results in neuro-
toxicity regression and the symptoms disappear within sev-
eral months [5]. However this crucial decision is normally
taken in cases with severe toxicity. In other cases treatment
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Ta6bnuua 3

Table 3

BoamoxHsie MeToab! fieyeHus nepudepuyeckoil HeliponaTm, BbI3BaHHOU NAKIMTaKCesioM

Recommendations to counter paclitaxel-induced peripheral neuropathy

TaxecTb CUMNTOMOB

KpuTtepuil olleHkM TXKECTH

MeTtoabl neyeHusa

Pain creates problems in some
everyday activities

BbipaxkeHHas
Marked
, aKTUBHOCTH

significantly in everyday activities

Nerkas CUMATOMBI HE BAUSIIOT HA eXEeHEBHYIO
Mild aKTUBHOCTb

The symptoms have no effect

on everyday activities
YMepeHHas Bonb BbI3bIBAET TRYAHOCTU MpH
Moderate

BbINONHEHWM HEKOTOPLIX EXEAHEBHbIX A€M | aMUTPUNTUIIVH; HEHAPKOTUYECKMEe/HAapKoTU4eckme

Bonb NPUBOANT K HETPYAOCTOCOBHOCTH;
3HAYUTENBHO NPENATCTBYET eXEeAHEBHON

Pain leads to disablement; interferes

Hedapmakonornyeckme: BaHHbl CO NbAOM,
ynob6Has obyBb

Non-pharmacological: ice baths,
comfortable shoes

dapmakonoruyeckie: Butamund B6; auetaMmnHodeH;

aHanbreTuKn
Pharmacological: vitamin B6, acetaminophen;
amitriptilin; non-narcotic/narcotic analgesics

Penykumsi 0o3bl nakinTakcena unu rnepepsiB B ie4eHnH;
Mepa MOXeT BbITh BpEMEHHON B 3aBMCYMOCTM OT perpecca
CcUMNTOMATUKM N/MNn adhPeKTUBHOCTN NaknnTakcena
Paclitaxel dose reduction or therapy discontinuation;

this measure may be temporary depending upon symptom
amelioration and/or paclitaxel efficacy

TaxecTb CUMNTOMOR

Kputepuiit ouenku TaxecTn

MeTophbl nevyeHua

¢ anupyouunBoMm (Epi) y 00abHBIX pAKOM MOJIOYHOMU Xe-
J1e3bl M TIPOU3BOIHBIMY MIATUHBI (LMcTiaTHHOM (JIJ1P),
kapoorutatuHom (CBIACA)) v GosbHBIX pakKOM MOJIOY-
HOW Kene3bl U SUUHUKOB. CTeneHb TSXKECTH OLCHHUBAIH
no obuenpuHATHIM Kputepusm BO3.

MOXHO BBIICJIUTb CAEIYIONIME OCHOBHBIE (DAKTOPHI,
OTIPeNIeNSTIONIME YACTOTY M TSKECTb HEHPOTOKCUUHOCTH
NnakJaMTaKceNa: pa3oBas U KYMYJISITUBHasI 103a npernapa-
Ta, CXeMa BBEACHMUSI, KOMOMHALIMSI C IPYTUMU HEUPOTOK-
CUUYHBIMH LMTOCTAaTUKaMU, (GaKTOpbl pUCKa.

J. Bolis v coasr. [3] HarAsiAHO AEMOHCTPUPYIOT POCT
YACTOThl U TSKECTU HEHPOTOKCHUYHOCTH C YBEJIMUEHUEM
BBOAUMOM 1036l MakiauTakcena. [lo JaHHBIM OJHMX HUC-
cienoBarejieit |4}, ypoBeHb [103bl, BBIZBABLICH TSIXKENYIO
nepudepuueckylo Heiiporaruio, cocrapua 200 mr/m?2
(B KOMOMHALIAU C 3TOMO3UAOM), ApyruX [16] — 215 mr/m?2
u bonee. Bee necnenorareny nouepKuBaOT, UTO HEMpO-
TOKCHYHOCTb HapACTaeT C YBEeJMUYSHHUEM KYMYJISTHBHOMN
no3bl npenapara |2, 5, 18, 29]. Tak, no MHCHMIO
C. Wasserheit u coapr. [29], HeifponaTHst sIBUIACH JUMU-
TUPYIOWKUM (HakTOPOM aajibHellleil dcKanalui 103bl
naxjuTakcesa nocie S xypcoB. bonbHbIC, Monyyaiouiue
NaKMTAKCE B KOMOMHALIMM C APYTMMU HEAPOTOKCUUHBI-
MU 1LIMTOCTATUKAMM, B YACTHOCTHU LIMCIUIaTMHOM, Gosee
CKJIOHHBI K pa3BMTHIO nosuHerponartuy [35, §, 22]. Puck
HEWPOTOKCMUHOCTH YBEJIMUMBAETCSt Y TTALUEHTOB, OOJb-
HbIX AuabeToM, 370YyNoTPeOaAsIomUX AJKOroaeM, Mojy-
YaBLIMX paHee HEeMpPOTOKCHYHBIE TMpernaparbi, 6COOeHHO
BUHKAQTKAIOUIEI Y MPOU3BOAHBIC TUTATUHBIL. Takue 60/1b-
HbIE TIPEAPACIIONOXEHBl K OBICTPOMY Pa3BUTHIO JBUTA-
TeJIbHBIX U BEreTATUBHbBIX HAPYLIEHU. YXe 10 Hauaia Jie-
UEHMsl MAKJIUTAKCEJIOM Y HMX MOTYT OBbITb MPOSIBIEHUS
NOJANHEHponaTny, 00bIYHO He SBIISIIOLLUECS TPOTUBOINO-
Ka3aHWsSIMU [UIs1 XUMUOTEpanvu. B aTux cirydastx HeoOxomm-
MO MPaBUIbHO OLEHHUTb COOTHOLLUEHHE MOTEHLHANbHOIo

strategy depends upon the symptom severity. Table 3 pre-
sents recommendations to counter neurotoxicity [18].

The investigators agree that dose reduction may be made
already with moderate degree of neurotoxicity symptoms
especially if chemotherapy is palliative. In severe peripheral
neuropathy the dose is reduced by 20% or therapy is inter-
rupted till symptom amelioration to moderate degree [18].
Discussion of the use of nerve growth factor blocking pacli-
taxel neurotoxicity in vitro as well as of other neuroprotec-
tors such as ORG 276, WR 2721 [22] is in progress.

pHCKa Pa3BUTHUSL TSKEION HEHPOTOKCHYHOCTH C 3(d-
(hexTMBHOCTEBIO NMpenapaTa |9, 18, 20, 22, 28].
[MpekpaluieHue XUMUOTEPAITUU CIIOCODCTBYET per-
peccy MposABIeHUN HEHPOTOKCUIHOCTH, CHMIITOMbI
yallle BCEro MpoXoasT uepe3 HECKOJIBKO MecsaueB [5].
OmHaKo Ha MpaKTHKE 3TO KapAUHANbHOE pEILUEHUE
OpUHUMAETCS! JIULDb MPU TSKEIO0H CTElleHU TOKCHY-
HOCTH. B ocTanbHbBIX cy4asix TAKTHKA 3aBUCUT OT Tsl-
KECTU CUMNTOMOB. PekomeHayembie MeTO/bl Jieue-
HHS TOJMHEWpONaTiu npejacTasneHbl B Tad. 3 [18].
ABTOpbI OTMEUAIOT, YTO PEeAYKIIHUS O3Bl MaKJIUTaK-
ceJla MOXET MPOBOJAUTHLCS YXKE [P YMEPEHHO Bblpa-
JKEHHEBIX CHMIITOMAaX, 0COOEHHO eCIM XUMUOTepaIusi
HOCHT Na/UIMATUBHBIN XapakTep. [1pu Tsxenol nepu-
(epuueckoit Heliponaruu g03a peayuupyercs Ha 20%
WJIM JIeUeHUE BPEMEHHO TIpephIBACTCS ¥ BO3OOHOBJIS -
€TCSl BHOBb MPU CHUXEHWUH BBIPAXKEHHOCTU CUMIITO-
MOB JI0 yMepeHHo# cteneHH [ 18]. B HacTosIIee BpeMst
00CYX1aeTCsi BO3MOXHOCTb UCITOJIb30BaHUSI (hakTopa
pocTa HepBa, OJIOKUPYIOIIETO HeltpoToKcHUeckue ad-
(peKTHI MAKIIUTAKCENA in Vitro, a TAKXKE APYTUX HeHpo-
MPOTEKTOPOB, Takux Kak ORG 276, WR 2721 [22].
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JEYEHUE BOJIbHBIX C METACTA3AMMN
3JIOKAYECTBEHHOU OITYXOJHU

N3 HEBBIABJIEHHOTO ITEPBUYHOTO
OYATrA

HUHU kaunuyeckoii onkonoeuu

Bomnpoc o TakTHKe JeyeHUs GONBHBIX C METACTA3aMHU
0e3 BBISIBIEHHOIO TEPBMYHOTO 0Yara A0 HACTOSIILETO
BPEMEHU ABJIACTCS MPeaMeToM o0cyxaeHus. bobimH-
CTBO aBTOPOB OTHAIOT MPEANIOYTEHHE MPUMEHEHUIO T10-
JIMXUMUOTEPANI MM, a TAKKE COUETAHUIO HECKOJbKHUX Me-
TOAOB JIEUEOHbIX BO3JECUCTBUIL. YKA3BIBAIOT TakKe Ha
HEOOXOAMMOCTb UHAMBUIYATBHOIO MOAX0Aa K JIEYEHUIO,
3ABUCSILETO OT THCTOJOTUUYECKON CTPYKTVPHI OINYXOJH,
PacIpoCTPAaHEHHOCTH OIMYXOJIEBOTO TIpoliecca M APYIrHX
¢akTopos [8—10].

B BHICHIEI CTENEHW HedCHA TAKTUKA JIEUEHN ST O0IbHBIX
C METACTATUYECKUM [MOpPAXEHUEM LICHHbIX JIUMQOYIIOB
0€3 BBISIBJIGHHOTO I1€pBUYHOrO odara. OueBMIHO, YTO
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TREATMENT
FOR METASTASIS
OF UNKNOWN ORIGIN

Institute of Clinical Oncology

Treatment strategies for metastasis of unknown origin
is a disputable problem. Most authors are in favor of
polychemotherapy or combination-modality treatment.
Treatment individualization with respect to tumor his-
tology, disease advance and other factors is also of much
importance [§-10].

There is much dispute about treatment strategies for cer-
vical lymph node metastasis of unknown origin. The choice
of treatment modality evidently depends upon patient per-
formance status, supposed site of the primary, metastatic
tumor morphology, disease advance. G.V.Falileyev and
S.P.Fedotenko [12] recommend radiotherapy for poorly
differentiated cancer and combination-modality treatment
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