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Pestome

BBepeHue. Helpobnactoma (HB) — camas YacTtas aKCTpaKpaHuanbHas CONvAHas ony-
X0Nb AeTCKOro Bo3pacTa. [apaBepTebpanbHas nokanusauma Hb npegonpepenseT pac-
NpoCTpaHeHne Onyxonu B NO3BOHOYHbIN KaHan C MOABMEHNEM HEBPOSIOrMYECKON CUM-
NTOMaTUKN Kak B febtoTe 3a6051eBaHNs, Tak U B OTAASIEHHOM Nepuroae.

Llenb. N3yuntb ocobeHHocTn TeyeHnsa HB ¢ nHTpakaHanbHbIM pacnpoctpaHeHuem (MKP)
y geTen.

Martepwmanbi n metoapbl. B aHanu3 BknoyeH 61 nauymeHT ¢ guarHosom HB ¢ NKP 3a ne-
puog ¢ 01.2012 no 12.2019 r. (82 mec.). O6cnejoBaHVe NPOBEAEHO B paMKaxX MPOTOKO-
na anA HenporeHHbIX onyxonen (c BbinosHeHneM MPT CMHHOrO Mo3ra C KOHTPaCTHbIM
ycuneHvem). AHanm3 HeBPONOrMYeCcKom KapTrHbI MPOBOAMUIICA C NCMOMNb30BaHMEM LUKan
ASIA, CTCAE 1 FLACC c oLeHKOI HeBpOJIorMyecknx HapylleHnn B febtote 3abonesaHus,
Ha 3Tanax Tepanum 1 Npu KaTaMHeCcTUYeckom HabnogeHun. Tepanua Hb nposogunack no
mopuduumposaHHomy npotokony GPOH NB 2004.

Pesynbrartbl. [letn ¢ MIKP HB nmenn mepnany Bospacta 8,1 mec. (0,4-104,2 mec.) Ha Mo-
MEHT MOCTaHOBKM AMarHo3a, COOTHoweHune no nony 1 : 1 (29/32). MNepBrnyHasa onyxonb
NOKanu3oBanacb B 3afiHEM CPeaoCTeHUU WK 3abPIOWMHHO BHEOPraHHO, GOJbLUNH-
CcTBO CO 2-1 1 3-n ctagmamm no INSS (38/61 (63%)); pexe BCcTpevyanucb 4-A ctagua —
y 16/61 (26%) 1 4S -y 6/61 (10%). MNpeobnaganv naumeHTbl FPynmnbl HU3KOTO PUCKa —
41 (67,2%). NHnumanbHo y 45/61 (74%) BbiasneHbl cumntombl VIKP HB, y 16/61 (26%) —
6eccumntomHaa ¢opma UKP. HeBponornyeckne cMumntombl npefacTaBneHbl B BUge ABU-
ratenbHoro geduunta 23/45 (51%), KOpelwKoBbIX PaccTPONCTB — 3/45 (6,7%), onchyHK-
LMiA Ta3oBbIX OpraHoB — 3/45 (6,7%) N KOMBUHMPOBaHHbIX HapyweHuin — 16/45 (35,6%).
MNXT no npotokony GPOH NB 2004 gna rpynnbl HU3KOro pucka — y 27/61 (44,2%), onAa
rpynnbl NPOMEXYTOUYHOro pucka — y 14/61 (23%), gna rpynnbl BbICOKOro pucka — 6/61
(9,8%). Hempoxupypruueckoe neyeHue nposegeHo y 11/61 (18%) naumeHTOB, ”3
HUX 9/11 — ¢ cumnTomamm 3nupypanbHoi Komnpeccun (3K), a y 2/11 - npu 6eccum-
NToMHOM TeuyeHuun K. XKusbl 55/61 (90,2%) naumeHTOB, U3 HUX 40/61 - KMBbl 6e3 pe-
unamea. Morménn 6/61 (9,8 %) nauueHToB. TpexneTHas OB cocrtaBuna 89,7+4,0%,
a bCB - 65,2+6,1%. MeaunaHa HabnoaeHns coctaBuna 73 mec. (95% [N (62,4; 93,4)).

264 "Hematology Transfusiology Eastern Europe", 2024, volume 10, N 3


https://doi.org/10.34883/PI.2024.10.3.001

OpurnHanbHble nccnepoBaHua. HayuHble ny6nunkaumm
Original researches. Scientific publications “

3aknioueHue. Hb c IKP aBnaeTca pegkon 1 cnoxHom natonoruei, Tpebytowlen ctaHaap-
T13auMM METOAOB ANArHOCTUKN W NeYeHUA C NpUBeYEHEM HEBPOJSIOrOB, OHKOJIOrOB Y
neamaTpoB C LieNibio MOBbIWEHNA BbXKNMBAEMOCTM 1 MUHMM3aLMK PUCKa Pa3BUTHA OTAA-
NEHHbIX NOCNeCTBUIA.
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Abstract

Introduction. Neuroblastoma (NB) is the most common extracranial solid tumor of
childhood. The paravertebral localization of NB determines the invasion of the tumor into
the spinal canal with the appearance of neurological symptoms both at the onset of the
disease and during follow-up.

Purpose. To study the characteristics of NB with spinal canal invasion (SCl) in children.
Materials and methods. 61 patients with NB and SCI diagnosed during the period 01.2012 -
12.2019 (82 months) were included in the analysis. The initial work-up was carried out
as part of the protocol for neurogenic tumors (spinal cord MRI with contrast agent was
performed). The neurological status was evaluated using the ASIA, CTCAE and FLACC
scales with the assessment of neurological symptoms at the onset of the disease, during
therapy and follow-up. Patients were treated per the modified GPOH NB 2004 protocol.
Results. Children with NB and SCI had a median age of 8.1 months (range 0.4-104.2
months) at the time of diagnosis, a sex ratio was 1:1 (29/32). The primary tumor was
localized in the posterior mediastinum or retroperitoneal space. Most patients had stage
2 and 3 according to INSS (38/61, 63%); stage 4 (16/61, 26%) and 4S (6/61, 10%) were
less common. Patients of the low-risk group prevailed (41, 67,2%). Initially, 45/61 (74%)
patients had symptoms of SCI by NB, 16/61 (26%) had an asymptomatic form of SCI.
Neurological symptoms are presented by motor deficits 23/45 (51%), radicular disorders
3/45 (6,7%), pelvic organ dysfunctions 3/45 (6,7%) and combined disorders 16/45 (35,6%).
Chemotherapy (CT) was performed according to the GPOH NB 2004 protocol for the
low-risk group in 27/61 (44,2%), for the intermediate-risk group in 14/61 (23%), for the
high-risk group in 6/61 (9,8%). Neurosurgical treatment was performed in 11/61 (18%),
among them 9/11 with symptoms of SCl, and in 2/11 with asymptomatic SCl. 55/61
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(90,2%) patients are alive, of which 40/61 patients are alive without relapse. 6/61 (9,8%)
patients died. The three-year OS was 89,7+4,0%, and the three-year EFS was 65,246,1%.
The median follow-up was 73 months, 95% Cl (62,4; 93,4).

Conclusions. NB with SCl is a rare and complex problem that requires standardization
of diagnostic and treatment methods with the involvement of neurologists, pediatric
oncologists and pediatricians in order to increase survival, while minimizing the risk of
long-term consequences.

Keywords: neuroblastoma, epidural compression, spinal canal invasion, long-term
consequences

m BBEJEHWE

Helpob6nactoma BCTpeyaeTca B AETCKOW MOMyNAUMM AOCTaTOYHO YacTo, 3TO camas
yacTas 3KCTpaKpaHManbHas conupHasa onyxosb JeTCKOro Bo3pacrta. Ha ee gonio npmxo-
anTcs 8% BCeX 310KauyecTBEHHbIX HOBoobpasoBaHuin (3HO) y peteii [1]. ®opmupoBaHme
ONyXoNn U3 KNeToK-npeawecTBEHHNKOB CMMNATUYECKOW HEPBHOWM CMCTEMbI Npegonpe-
[EeNnAeT, C Of4HOWN CTOPOHbI, TUMWYHOE PacronoXeHne NepPBUYHON OMNYXONH, BKOYatoLee
3a0pIOLWMHHOE NPOCTPAHCTBO, HAAMOUYEUHMKY, 3afHee CpefoCTeHMe, C APYroi — Xapak-
TEPHYI0 NapaBepTebpanbHyto nokanusauuo onyxonu [2]. MocnepHaAs, B CBOO ouepenp,
0bycnaBnMBaeT BO3MOXHOCTb PacnpOCTPaHeHNsA ONyXoMy Yepes MeXKNOo3BOHOUHbIE OT-
BEpCTUA B NMO3BOHOYHbIV KaHan W, Kak cnefcTBue, pa3BuTre anvaypanbHON KoMnpec-
cum (3K) y yacTy MaLMeHTOB, KOTOPAs MOXET NPOTEKaTb 6ECCUMMTOMHO NGO C KIUHUKON
nepudepmnyeckoro (BANOro) napanmya HKHUX KOHEYHOCTEN B COYETaHUN C HapyLLleHneM
byHKLMIA Ta30BbIX OpraHoB. YacToTa MHTpakaHanbHOro pacnpoctpaHeHus (MKP) y nauwn-
eHToB ¢ Hb B pa3Hbix nccnegosaHmax sapbupyeT ot 4,7 fo 5,2 [3].

KnnHuyeckne nposeneHus, ceAsaHHble ¢ MKP HB, foBoNbHO pa3HoobpasHbl, valle
BCEro BO3HMKAIOT ABUraTesibHble HapyweHua (napesbl U/unn napanuun), paccTpomncTso
byHKLMM Ta30BbIX OpraHoB 1 Honeso cHAPOM. B HacToswwee BpeMs CTaHJapTOB OLEH-
K1 HEeBponornyeckoro cratyca y nauneHTtos ¢ VIKP HB HeT, B page cnyyaes 310 npuBoanT
K NO3fHeN AMarHoCTMKe XKM3Heyrpoxatowero coctoaHna (KYC) B oHKoneamatpum 1 K
CNIOXXHOCTAM B BblbOpe TepaneBTUYECKUX MOAXOA0B K JaHHOI NaTonoruu.

Takum obpa3zom, Tpebyetca Honee feTasnbHOE M3yyeHre JaHHON Npob6nemMbl Ans Bbl-
paboTKM CTaHAAPTOB 00CIefoBaHNA 1 guarHoctukm Ky geten, ctpagatowmx Hb, o6bema
Tepanun 1 NilaHa KOHTPONA 3a OTAANEHHbIMY NOCNEACTBUAMU.

B HacToAwWen cTaTbe NpeacTaBneHo onucaHme 61 knuHnyeckoro cnyyasa Hb ¢ UKP y
nauveHTOB, MPOXoAVBLIMX 00CeoBaHVe 1 nedeHne Ha 6aze HMULL AFTOU vim. OmuTpus
Porauesa.

B MATEPWAJ1bl N METO/LbI

B aHanu3 BkntoyeH 61 nauymeHT ¢ Hb ¢ MHTpakaHanbHbIM pacnpocTpaHeHnem ony-
xonu. Bce naumeHTbl 6binv Ha neveHun B HMUL OFOUN vm. Omutpusa PoraueBa B ne-
puog ¢ 01.01.2012 no 01.12.2018 (82 mec.). inarHo3 Hb yctaHaBnmBanca B cooTBeT-
CTBUN C MEXAYHapOAHbIMW KPUTEPMAMM MOCTaHOBKM fAuarHosa [4]. CragmpoBaHue
nposogunocb cornacHo knaccndukaumm INSS (International Neuroblastoma Staging
System), cTpaTnduvKauma NauueHTOB Ha TPynnbl pyUcKka U Tepanua OCYLIeCTBAANNCH
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no mogmduumMpoBaHHOMY MPOTOKONY HEMELKOM oHKonoruyeckol rpynnbl NB-2004 [5].
Bcem naumeHTam NpoBOAUIOCH AMArHOCTUYECKOe obCnejoBaHME B pamKax anroputma
ANA HeNPOreHHbIX onyxonen 1 AOMOAHUTENbHO BbINOJIHANACb MarHUTHO-Pe30HaHCHasn
Tomorpadua (MPT) cnMHHOro Mmo3ra € KOHTPACTHbIM YCUJIEHNEM C OLIEeHKOW YPOBHA pac-
NPOCTPaHEHUA U CTeNeHN KOMMPEecCcun CMMHHOTO Mo3ra onyxosnbio. B gaHHon pabote
NPOBOAMIACH OLIEHKA KIMHNYECKON CUMNTOMaTUKN B AebioTe 3ab60neBaHUA 1 HA MOMEHT
NocTaHOBKW AnarHo3a Hb, a Takxke oLeHKa HEBPONOrMyYeckoro ctaTyca npu KataMHeCTu-
yeckoMm HabntogeHun. Bce getn ¢ Hb 6binn oCMOTpeHbl HEBPOIOrOM MNP NOCTYMNIEHNM B
HMWL OFOU nm. muTpua Porauesa 1 Ha 3Tanax AnMHammnyeckoro HabnogeHus. OueHka
[BUraTefibHbIX HapyLIeHWI NPOBOAMNACh COrNMacHO 5-6annbHON LWKane napesoB 1 Na-
panuuen, rge 0 6annoB COOTBETCTBYET NMOJSIHOMY OTCYTCTBMIO COKPALLEHWIA B MOPaMeH-
HOWM KOHEYHOCTK, 5 6anfoB — HOPManbHOW CUile B KOHEYHOCTH [6]. Y yacTu naumeHToB —
15/61 (no3gHee 2016 1.) — o6cnefoBaHVie MPOBOANIIOCh C UCMOMb30BaHNEM MeXayHapoa-
Hbix wKan ASIA, CTCAE n FLACC.

B PE3YJNbTATbl U OBCYXOAEHNE

Oetn c IKP HB nmenu mepmnaHy Bo3pacTta 8,1 mec. (pa3bpoc ot 0,4 go 104,2 mec.). Co-
oTHoweHwune no nony M : [ coctasuno 1 : 1 (29/32). MNepBuyHaa nokanmsayma onyxonm
6blna NpenMmyLLeCcTBEHHO B 3afiHeM cpefocTeHun (27/61 (44,3%)) unu 3abpoIHHO BHe-
opraHHo (23/61 (37,7%)) c npeobnagaHnem NoKasbHbIX CTaguii 3aboneBaHus: 2-a cTagma
no INSS -y 20/61 (33%), 3-a ctagna -y 18/61 (30%); a 4-a ctagua -y 16/61 (26%) n 4S -

Xapaktepuctuka naunenrtos c UKP Hb
Characteristics of patients with spinal canal invasion (SCI) of NB

HB c UKP n=61 A6c. yncno (%)
PacnpepeneHune no nony M:4 1:1(29/32)
0-2,9 12(19,7%)
Bospacr (vec) 3,0-5,9 13 (21,3%)
P : 6,0-11,9 18 (29,5%)
>12,0 18 (29,5%)

MepgunaHa Bo3pacTta Ha MOMEHT

NocTaHOBKM AnarHosa Hb 8,16 (pasbpoc 0,5-104,3 mec))

O6nacTb wen 0
3afHee cpefoCTEHME 27 (44,3%)
. 3a6pIoWMHHO BHEOPraHHO 23 (37,7%)

Jlokanu3saums nepBUYHON OMyXonu

O6nacTb HaZNOYeYHKOB 0

Manbin Ta3 6 (9,8%)

bonee ogHol nokanusauum 5(8,2%)

1 1 (1%)

2 20 (33%)
Cragua no INSS 3 18 (30%)

4S 6 (10%)

4 16 (26%)

AmnnndurKaums BbiABIeHa 0

AmvnnudurKaumsa He BbisiBNEHa 59 (96,7%)
Cratyc reHa MYCN Gain 2 (3.3%)

CraTycC Hen3BecTeH 0
r lpynna HabniopgeHns 41 (67,2%)

pynna pucka B pamKax npoTokona

[pynna npomexxyTouHoro prncka 14 (23%)
NB-2004

pynna BbicoKoro pucka 6 (9,8%)
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y 6/61 (10%) BCTpeuyanucb pexe; C 6GMaronpUATHLBIMKA MOMNEKYNAPHO-TEHETUYECKUMN
XapakTepucTkamm onyxonu, ctpatubuuympyembimn no nporpamme NB-2004 B rpyn-
ny HabnogeHuna — 41 (67,2%), 14 (23%) — B rpynny NPOMeXXyTOUHOro pucka n 6 (9,8%) —
B rpynmny BbICOKOro pucka. Obuume xapaktepncTuku nauneHTos ¢ IKP HB npepactasneHsl
B Tabnue.

WHuumnanbHo y 45/61 (74%) naumeHToB Obinu BbiABNeHbl cumnTombl VKP HB,
y 16/61 (26%) — 6eccumntomHas popma HB ¢ VIKP. HeBponornueckue cumntombl B BUae
ABuratenbHoro pgeduunta otmevanucb y 23/45 (51%) naumeHTOB, KOPELLKOBbIX pac-
CTPOWCTB — Yy 3/45 (6,7%), AnCcPYHKLMIN Ta30BbIX OpraHoB — 3/45 (6,7%) n KOMOVMHUPOBaH-
HbIX HapyweHun -y 16/45 (35,6%). MegnaHa BpemeHn OT MOMeHTa NOABNEHNA NepBbIX
»Kanob 0o NoCTaHOBKM AMarHosa coctaBuna 50 gHen (8-253). beccumntomHoe Hayano
WKP HB 6bino npepctaBneHo nanbnvpyembiM C poxaeHna obpa3oBaHem NOACHUYHON
obnactn y 5/16 (31,3%) naumeHTOB, Yy 5/16 (31,3%) — B cBA3U ¢ dpebpunbHON Nnxopaa-
Ko 6bino BbiABNeHO obpa3oBaHme 3aHero cpepocteHus, y 4/16 (25,1%) - npy nnaHo-
BoM Y3U obHapyxeHO obpa3oBaHMe 3abPIOLLIMHHOMO NPOCTPaHCTBa, a Yy 2/16 (12,3%) -
obcnepgoBaHne no nosogy nerkouutypum soiasuno Hb ¢ MKP. MegnaHa BpemeHu npu
6eccumnToMHoMm TeueHnn HB ¢ IKP oT MomeHTa nepBnYHOro ocmMoTpa Bpava Ao nocTa-
HOBKW AMarHo3a cocTaBuna Takxe 50 gHen (13-174). XapakTepucTtnka HeBPONIOrnYecKmx
HapyLWeHNn N AMarHOCTUYECKUI NHTEPBaN B 3aBUCMMOCTW OT HaNNUNA/OTCYTCTBUA UHU-
LManbHbIX CUMMATOMOB NpefcTaBneHbl Ha puc. 1.

MnaH obcnenoBaHNA 1 leYeHnA B 3aBUCMMOCTY OT BO3pacTa NaumeHTa, CTagmm 3abo-
neBaHuWA, rpynnbl PUCKa, a TaKkXKe HANNYNA/OTCYTCTBUA HEBPONOrMYeCKOoN CUMATOMAaTUKMN
obcyxaanca MexgucLMnIVHapHbIM KOHCUAINYMOM AETCKMX OHKONIOrOB, AETCKMX XMpYyp-
roB 1 HEPOXMPYProB, PEHTFEHONIOrOB U HEBPOOrOB.

HB c UKP
HB ¢ cumntomamun VIKP (n=45) HB 6e3 cumntomoB UKP (n=16)
23/45 — pBuratenbHble HapyLweHna 5/16 — Bu3yanbHO 0bpa3oBaHne poxaeHWA
3/45 - HapyLleHnA GyHKLMM Ta30BbIX OPraHOB 5/16 — OPBW, Temnepatypa, peHTtreHorpadua ONK
3/45 - HapyLeHnA YyBCTBUTENbHOM Cdepbl 2/16 — neikoumntypus, Y3/ novek
16/45 — KOMOVHMPOBAHHbIE HAaPYLLIEHWSA 4/16 — nnaHosoe Y3/ OBl

MepgunaHa 50 g MegawnaHa 50 o
Kano6bi (8-253) OnarHo3 OcmoTtp (13-174) [wnarHos
locnuTa- MepwnaHa 4 g [ocnuTa- Mepwnara 3 g
nmsayma (0-15) IR nnsauusa (1-20) LN

Puc. 1. HeBponornueckue HapyweHUs 1 4UarHoCTUYeCKNIA NHTepBan y NaunueHToB

C CUMNTOMaTUYeCcKM fie610ToM 1 Npu 6eccumnTomHol popme y nayuenTos ¢ UKP HB
Fig. 1. Neurological disorders and diagnostic interval in patients with symptomatic onset
and asymptomatic form in patients with SCl of NB
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Fig. 2. Overall (OS) three-year survival rate (A) and eventless (EFS) three-year survival (B) of patients
with SCI of NB and without SCIl of NB

TakuM o6pa3om, XummnoTepaneBTUYeckoe nedeHne He nonyuunu 14/61 (23%) peten
U3 rpynmnbl HAbNIOAEHWA, NOMXMMUOTEPaNnUs B pamkax npotokona NB-2004 gna rpynnsl
HU3KOro pucka npoBeaeHay 27/61 (44,2%) nauneHTOB, A8 rpynmnbl TPOMEXKYTOUHOro pu-
cka — y 14/61 (23%), onAa rpynnbl BbICOKOro pucka — 6/61 (9,8%). Henpoxupypruyeckoe
neyeHne nposegeHo y 11/61 (18%) peten, n3 Hux 9/11 c cumntomamu 3K (rge npuurHom
onepauuun 6bina nNepBryHas HeBpoJsiorMyeckas cUMnToMaTtnka —y 7/9 (77,7%), a 'y 2/9
(22,3%) — yxyglweHve HEBPONOrMYECKON CUMMNTOMaTKKK), a 'y 2/11 — npyu 6eccuMmnTom-
Hom TeueHun JK. Xnebl 55/61 (90,2%) nauneHToB, 13 HUX 40/61 — XnBbl 6€3 peunanBa,
15/61 - nocne pa3BuUTUA peunansa wunu nporpeccun. Mornbnmn 6/61 (9,8%) nauuneHTa:
B 2/61 cnyyas (MayMeHTbl rpymnmnbl BbICOKOTO PUCKa) NPUUYUHON cMepTy Oblla nporpeccus
OCHOBHOrO 3aboneBaHus, B 1/61 cniyyas — uHpapKT mrokapgaa, OCH, B 2/61 cnyuas — cen-
TUyeckue ocnoxHeHusa Ha ¢oHe MNXT 1 B 1/61 ciyyaa cmepTb 3adrKCpOBaHa B paHHUN
nocnieonepauroHHbIN NePUOA NOCe XMPYPrMyeckoro BMelLaTeNbCTBa.

TpexneTHaA o6LWan BbIXKMBAeMOCTb MaumeHToB ¢ MIKP HB coctaBuna 89,7+4,0%,
a TpexnetHAs BCB 6bina paBHa 65,2+6,1%. MeagnaHa HabnogeHna coctaBuna 73 mec.
(95% W (62,4; 93,4)).

m 3AKJ/TIOYEHUE

YacToTa BcTpevaemocTu IKP HB coctaenseTt o1 5-10% [6], 8 HMULL AFTOU nm. OmuTpus
PoraueBa 3T0T noka3satenb coctaBun 8,3% [8]. Kak npaBuno, 3To AeTn paHHero Bo3pacTa
(MegmnaHa Bo3pacta 8 mMec.) ¢ BnaronpuATHbIMY MOPGONOTMYECKUMI Y MONEKYISIPHO-
reHeTnyecKMmMmn xapakrepuctnkamu onyxonu. Knuimnyeckn Hb ¢ UKP B 60-70% cnydyaes
[3, 7] npoTeKkaeT C HEBPOMOrNYECKUMI CUMNTOMaMK (ABUraTesibHbIN Aedpuunt, HapyLle-
HUA GYHKLUMY Ta30BbIX OPraHoB, AUCPYHKUUA B YyBCTBUTENbHOM chepe), B HMUL, ITOU
um. Omutpua Porayesa - 73,8% [8, 9]. OcHOBHbIM NieuyebHbIM MeTogom DK npu Hb siBnsdeTca
NoIMXMMKOTEepanums, OQHAKO YacCTb AeTelN NoNyyalT HEeNPOXUPYpPruyeckoe BMeLlaTeslb-
cTBO (CcTporo no nokasaHusam). B HMUL OTOU um. ImuTtpura PorayeBa 3TOT Nokasatenb
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coctaBun 11/61 (18%). BegeHne nauyueHTa c Hb 1 3K AasnaeTca MynsTMANCUUNAVHAPHON
3apavelt, TpebytoLlen cTaHAapTM3aLUM MeTOAO0B ANArHOCTUKN 1 IeYeHNA C NPUBReYeHU-
€M HeBPOJIOroB, OHKOJIOFOB 1 NeAnaTPoB C LieNblo ONTUMM3aUMK Tepannn, NoBbILEHWA
BbPKMBAEMOCTM U MUHUMM3ALMN PUCKA Pa3BUTWA OTAANEHHDbIX NOCAEACTBUN U UHBANWA-
HOCTW.
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