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KAo40Bi cAoBa: PE3IOME

HeBiJOMUIA  MEPBMHHUIA  paK, MO3koBi  AKTyanbHicTb. MeTacTtasu B ronoBHWUI MO30K — MO3koBi Metactasu (MM), € Haii-
MeTactasn, NepBuMHHA [MioMa, KNHIYHWUA  NOLUMPEHINMN  BHYTPILUHbOYEPENHUMU  NyXNMHAMKU Yy  [OPOCAUX | BUHMKaOTb Yy
BUNaOOK. 3-10 pasiB vacTiwe, HiX MNEepBUHHI MNyXNWMHWM rornoBHOro Mo3ky. Y 15% nauieHTiB
i3 MM nepBWHHY MyXfMHY HEMOXNNBO BU3HA4UTW, Ue Tak 3BaHi MM Hesigomoro nep-
BMHHOrO paky. HeBigomuiA nNepBMHHWUIA pak 3alimae cboMe/BoCcbMe Micle cepefn
MOLUMPEHNX 3MOSIKICHNX NYXMWH | € YeTBEepTOl0 3a MOLUMPEHICTIO NMPUYMHOK CMEpTI,
MOB’AA3aHOI0 3 PaKOM, YacTO XapaKTepu3yeTbCA paHHIM Ta arpecuBHUM MeTacTta-
[ly6erko Onbea €szeHiieHa TUYHMM MOLUMPEHHAM, NOTraHoIo BIAMNOBIAAI HA XiMioTepanito Ta HEBTILLHWI NPOrHO3.
[lepxaBHa ycraHoBa «IHCTUTYT MeauuHoi MeTa poboTu. [locniauTy Ha npuknagi kniHivHUX BUNaaKis nepebir MO3koBKX MeTacTasis
papionorii Ta oHkonorii im. C.MN. Mpurop’eea ~ MPY HEBIAOMOMY NEPBUHHOMY PaKy.

HaujoHanbHoi akagemii Meguuux Hayk ~ MaTepianu Ta meToau AocnigkeHHs. KriHiuHe crnocTepexeHHs nauieHTa H., 50 pokis,
YkpaiHu», BiAAINEeHHs NPOMeHeBOi naro- Y SKOrO AiarHOCTOBAHO METaxpOHHE 3aXBOPKOBAHHS 3 METacTaTUiHUM  YpaeHHsM

AAS KOPECNOHAEHLi:

norii Ta naniaTMBHOI MeaNUVHY; nimdoBy3niB, ekcuusiiHa Gioncist SKMx BCTaHOBWUMA MeTacTa3 MMOCKOKMITUHHOI He3poro-
Byn. MyLwkiHcbka, Bya. 82, Xapkis, YkpaiHa, BiNOi kapuuHoMK Ta cofniTapHe O6'€éMHe HOBOYTBOPEHHSI TOMOBHOMO MO3KY, LIO Mpu
61024; nepBUHHOMY JocnigXeHHi 6yno posuiHeHe sk rnioma V. KniHiyHe cnocTepexeHHs
e-mail: olgadubenko05@gmail.com naujeHta b., 40 pokiB, y SIKOr0O MEepBWHHMM NPOSIBOM 3axBOPIOBaHHS Oyno conitapHe
HOBOYTBOPEHHSI TONMOBHOTO MO3KY, NaToricTonoriyHe AOCNiMKeHHs sikoro Oyno posui-
HeHe sK MeTactas [ApiOHOKNITUHHOI HeWpoeHOOKPUHHOI  kapuuHomu Il rpagauii,
© [y6erko O.€., Kynitid I B., ane nokanisauisi NepBMHHOTO paky BCTaHoBReHa He Oyna. OBCTeXeHHA Ta MiKyBaHHS
Mpoxopoea E.bB., Kynedaesa T.B., nposogunoce B ymoBax [lepxaBHOi ycTaHOBM «IHCTUTYT MeauyHOi pagionorii Ta
[anumox C.B., 2023 oHkonorii im. C.IM. Mpurop’eBa HaujioHanbHoi akagemii MeAUYHMX Hayk YKpaiHu».

PesynbraTtu Ta iXx o6roBopeHHsA. peacTaBneHo KniHiYHI BMNAOKW MO3KOBUX MeTa-
cTasiB HeBiJOMOro MepBMHHOrO paky y ABox nauieHTiB 50 u 40 pokiB, AKMN 3a AaHWMKU
naToricTonoriYyHoro gocnigXeHHs 6yB, NMOBIPHO, HU3bKoAUMEPEHLINOBAHOK MIOCKOKIi-
TUHHOK ajeHoKapuuHomoto. [lokasaHi TpyaHoLuli AiarHOCTUYHOMO MOLYKY MEepPBUHHOMO
paKy Ta MikyBaHHS TakuX NauieHTIB.

BucHoBku. Mo3koBi MeTacTasn HeBiJOMOro NEPBMHHOIO paky, TakoX i fK AndepeHLi-
anbHa AiarHocTMka MepBUMHHMX [fiOM TOMOBHOMO MO3KY i CoMiTapHUX MeTacTasis,
3anuwaloTbCA  CKMagHOK AiarHOCTMYHOKW | TepaneBTUYHOK MeguyHow npobremoto,
sIka € BMKIIMKOM $IK [OFs1 OHKOMOriB, Tak i Ans Henlpoxipypris i HeBponoris. HeobxigHe
noganbLle BUBHEHHS Liei npobnemun ans epeKTUBHOrO NikyBaHHSA TakuUX NaLieHTiB.
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ABSTRACT

Background. Metastases to the brain (brain metastases (BM)) are the most common
intracranial tumors in adults and occur 3-10 times more frequently than primary
brain tumors. In 15% of patients with BM, the primary tumor cannot be determined,
which is known as BM cancer of unknown primary. Cancer of unknown primary is
the seventh/eighth common malignancy and the fourth leading cause of cancer-related
death, often characterized by early and aggressive metastatic spread, poor response
to chemotherapy, and poor prognosis.

Purpose — To study the course of brain metastases in cancer of unknown primary
on the example of clinical cases.

Materials and methods. Clinical observation of male patient N., 50 years old, who
was diagnosed with a metachronous disease with metastatic damage to the lymph
nodes, the excisional biopsy of which established a metastasis of squamous
non-keratinous carcinoma and a solitary voluminous neoplasm of the brain, which
during the initial examination was considered as IV glioma. Clinical observation of
patient B., 40 years old, in whom the primary manifestation of the disease was
a solitary neoplasm of the brain, the pathohistological examination of which was regarded
as a metastasis of grade Il small cell neuroendocrine carcinoma, but the localization
of the primary cancer was not established. The examination and treatment were
performed in the State Organization «Grigoriev Institute for Medical Radiology and
Oncology of the National Academy of Medical Sciences of Ukraine».

Results. The clinical cases of BM cancer of unknown primary in two patients aged 50
and 40 years old, which according to histopathological examination were probably
low-differentiated squamous cell adenocarcinoma, are presented. The difficulties of
diagnostic search for primary cancer and treatment of such patients are shown.
Conclusion. Brain metastases cancer of unknown primary, as well as the differential
diagnosis of primary brain gliomas and solitary metastases, remain a complex diagnostic
and therapeutic medical problem that is a challenge for oncologists, neurosurgeons
and neurologists alike. Further study of this problem is necessary for the effective
treatment of such patients.

Dubenko OE, Kulinich GV, Prokhorova EB, Kulchaeva TV, Danylyuk SV. Brain metastases of unknown
primary cancer: presentation of clinical cases. Ukrainian journal of radiology and oncology. 2023;31(1):124-137.
DOI: https://doi.org/10.46879/ukroj.1.2023.124-137

38’30k pO60TH 3 HOYKOBMMMU NPOrPAMAMM,

NAGHOMM | TEMOMU
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plans and themes

Ctatta € bparMEeHTOM MMaHOBOI HayKOBO-4OCMIOHOI
pob6otn [epxaBHOi yCTaHOBW  «IHCTUTYT  MeEAUYHOI
pagionorii Ta oHkonorii im. C.IM. Mpurop’eBa HauioHanb-
HOi akageMii mMeguyHmMx Hayk YkpaiHum» «PospobneHHs
iHOMBIQyanbHMX NigxodiB 4O NPOBeAEHHs aHTUBNacTOMHOI
Tepanii y nauieHTiB, Aki nepenecrnim COVID-19», Homep
AepxasHoi  peectpauii:  0121U112052, npuknagHa,
TepMiH BMKOHaHHA 2022-2024 pp., HayKoBi KepiBHUKN —
OvpekTop  |HCTUTYTY, [OKTOp MeaWMyHWUX Hayk, npo-
decop M.B. KpacHocenbCbkuiA, AOKTOP MEOUYHWUX Hayk,
npogecop B.M. CtapeHbkui.

BCTYN

MeTacTasu B ronioBHMI MO30k (MO3koBi MeTacTasu (MM))
€ HaNMOLUMPEHILIMMMN BHYTPILLHBOYEPENHMMU NMYyXITMHAMM
y pgopocnux i BuHMKawTb y 3—10 pasiB 4acrTiwe, HixX
NEepPBUHHI NyXnMHW TrofnoBHOro Mo3ky [1]. MpubnmsHo
8—-20% xBOpUX Ha pak CTpaxaarTb Big cMMNTOMHUX MM,
X04ya B Cepisax ayTomncih crnocTepiranacb 3axBOPHBaHICTb

The work is a fragment of the planned research
project of the State Organization «Grigoriev Institute for
Medical Radiology and Oncology of the National
Academy of Medical Sciences of Ukraine» «Development
of the individual approaches to antiblastomic therapy
in patients recovered from COVID-19», state registration
number: 0121U112052, applied, period for performance:
2022-2024, led by Director of Institute, Doctor of Medical
Sciences, Professor M.V. Krasnoselskyi; Doctor of Medical
Sciences, Professor V.P. Starenkyi.

INTRODUCTION

Metastases to the brain (brain metastases (BM))
are the most common intracranial tumors in adults and
occur 3—10 times more frequently than primary brain
tumors [1]. Approximately 8-20% of cancer patients suffer
from symptomatic BM, although in some autopsies the
incidence of up to 40% has been observed. BM can be
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0o 40%. MM moxyTb ByT MPUYMHOI MOSIBU HEBPOIOriy-
HUX CMMMTOMIB Yy MaUi€eHTIB 3 paHiwe HeaiarHOCTOBaHUM
pakoM. YacTtiwe MM BUABMAIOTL MpU paky nereHis
(20-56% naujenTiB), rpygHmx 3ano3 (5—20%) Ta wkipn
(menaHoma) (7—16%). OpgHak npubnusHo y 15% nauieHTis
i3 MM nepBUHHY NyXfMHY HEMOXNUBO BU3HAYUTHU.
Li sunagkn € Bigommumn gk MM HeBigOMOro nepBUHHONO
paky (Brain metastases Cancer of unknown primary —
(CUP) (BM-CUP) [2]. CUP 3aiimae cbome/BocbMe MicLe
cepeq MOLMPEHUX 3MOSIKICHUX MyXSWH, CTaHOBUTb 2—-5%
YCiX 3MOSKICHUX NYXMNWH i € YeTBepTOol 3a MOLUMPEHICTIO
NMPUYUHOK CMepTi, noB’'a3aHoto 3 pakom. CUP moxe
NnposBNSATUCS MeTacTasamu. BiH yacTo xapaktepuayeTbes
paHHIM Ta arpecuBHMM METAcCTaTUYHMM MOLUMPEHHSAM,
noraHow BIgNOBIQAK Ha XxiMioTepanito Ta HEeBTILWHWA
nporHo3 [3; 4]. Po3ymiHHA BUHWKHEHHS BM-CUP, HesBa-
KawuM Ha WNOoro BIOHOCHY 4acToTy Ta HECMnpUATIMBUIA
pesynbTaT, Bee e 3anulaeTbCsa HenoBHUM [5].

Y paHui vac pgiarHoctmyHui  ctaHgapt CUP, sk
BMKITAAEHO B pekoMeHaauisx €Bponencbkoro ToBapucTea
meamdHux oukororie (ESMO), Bknovae ¢isnyHe obceTe-
)KEHHSl, OCHOBHi aHanian kpoBi Ta OioxiMito, a Takox
koMn’toTepHy Tomorpadito (KT) abo marHiTHO-pe3oHaHCHyY
Tomorpadito (MPT) rpyoHoi KniTku, YepeBHOI MOPOXHUHM
Ta Tas3a, a TakoX JOCNIAKEHHS TKaHWUH ANSA TiCTONOrivyHol
XapakTepucTukM Ta iMyHOricToXimii; noganbli TecTu
NMOBWMHHI OyTW nNpoBeAEeHi Ha OCHOBI KIHIYHOT KapTuHM
Ta npodinto imyHorictoximii. Kpim Toro, y sunagky CUP
pekoMeHpauii €Bponencbkoi acouiauii HelpooHKonorii
(EANO) wopo MM pekomeHayoTb Mamorpadito Ta/abo
yNbTpa3ByKOBE OOCHIAKEHHS MOJSIOYHOI 3ano3n Ta, SKLWO
pesynbTaT HeraTuBHWUMW, MO3ULIMHY eMiCinHy Tomorpadito
Bcboro Tina 3 18F-ropaesokcurniokosoto (FDG-PET) [6; 71.

Hesigomuin nepsuHHuii pak (CUP) — ue 3aranbHui
TEPMiH, SKUW BUKOPUCTOBYETbCA ANA  Knacudikauii
reTeporeHHoi rpynu MeTacTaTUYHUX PaKoBUX 3aXBOPHO-
BaHb Ha OCHOBi BiACYTHOCTI iAeHTUIKOBAHOI MEPBUHHOT
nyxnuHu. KnivivHo CUPs xapaktepusytoTbcs Habopom
BIOMIHHMX O3HaK, BKMKYaluM paHHI MeTacTaTuyHy
gucemiHauilo 3a HETUMNOBOK KapTMHOK, arpecuBHUI
KniHiYyHMA nepebir, cnabky BignoBigb Ha eMnipuyHy
ximioTepanito Ta, $K Hacnigok, KOpOTKy TpuBanicTb
xutta [8; 9]. CepenHsi BWXMBAHICTb ANl XBOPUX 3
BM-CUP konuBaeTbcs Big 3 4o 12 micauiB, xo4a iHKonm
NnoBIiAOMMSETLCA NPO  AOBLUY BWXMBaHICTb. [1porHos
BM-CUP y nopiBHaHHi 3 MM 3 BigomMux mxepen nepBuiH-
HOro paky [JOMUCKYTYyeTbCca. Y BinblIOCTi  [OOCNimKEHb
He NoBiAOMNAETLCA MPO CYTTEBI BIAMIHHOCTI Y BUXMBAHOCTI
MiXX nauieHTamm 3 MM Bigomoro 4m HeBiAOMOro noxopn-
XeHHs. MauieHTn 3 BM-CUP nokasanu kpally BWXuBa-
HICTb NpW BUSBNEHHI NEPBMHHOIO paky (Micnsi naTteHTHOro
nepiogy > 3 micsauis). Lle 6yno noe’asaHo 3 ni3HiM cucrtem-
HUM MPOrpecyBaHHSAM i OOUIMBHICTIO MNyXNMHocneunivHoi
ximioTepanii. 3aranom HasiBHICTb eKCTpaKpaHianbHMX
MeTacTasiB, BiK, Jlokanisauia Ta kKinbkicte MM, a Takox
CTaH Mpaues3gaTtHOCTi € MNPOrHOCTUYHUMKM  hbakTopamu
B OinbwocTi gocnigxeHs [10].

Mw HaBoAMMO ABa KMiHIYHUX BUNAOKW NAUIEHTIB, Y AKMX
PO3BUHYIIOCA MeTacTaTUYHE YPaXKeHHSI TOfIOBHOMO MO3KY,
ane NepBMHHUI paK, HE3BaXal4yn Ha MOBHE CTaHO4apTHe
0OCTeXeHHS, He OYB BMSIBITEHWIA.

Meta po6GoTu — pocniguTy Ha npuknagi KniHiYHMX
BMNagkiB nepebir MO3KOBMX MeTacTasiB Mpu HeBiJOMOMY
NepBUHHOMY paKky.

the cause of the development of neurological symptoms
in patients who were not previously diagnosed with
cancer. BM are more often detected in lung cancer
(20-56% of patients), breast cancer (5-20%), and skin
cancer (melanoma) (7-16%). But in 15% of patients
with  BM, the primary tumor cannot be determined.
These cases are known as brain metastases of the
cancer of unknown primary (BM-CUP) [2]. CUP ranks
seventh/eighth among the most common malignan-
cies (2-5% of all malignancies) and is the fourth
leading cause of cancer-related death. CUP may manifest
itself with metastases. It is often characterized by
early and aggressive metastatic spread, poor response
to chemotherapy, and unfavorable prognosis [3; 4].
Despite the frequency and unfavorable outcome of
the BM-CUP, there is still a lack of understanding of
its formation [5].

Diagnostic standard for the CUP, as it is outlined in
the recommendations of the European Society for Medical
Oncology (ESMO), currently includes a physical exami-
nation, fundamental blood tests, and biochemistry, and
also computed tomography (CT) or magnetic resonance
imaging (MRI) of chest, abdominal cavity, and pelvis,
and also an examination of tissues for histological
characteristics and immunohistochemistry; further tests
must be performed based on the clinical picture and
immunohistochemical profile. Moreover, according to the
recommendations of the European Association of
Neuro-Oncology  (EANO), mammography  and/or
ultrasound breast examination is recommended in CUP,
and if the result is negative, then positive emission
tomography of the whole body with 18F-fluorodeoxy-
glucose (FDG-PET) is recommended [6; 7].

Cancer of unknown primary (CUP) is a general term
that is used for the classification of a heterogeneous
group of metastatic cancer diseases based on the absence
of the identified primary tumor. CUPs are clinically
characterized by a set of distinct features, including
early atypical metastatic dissemination, aggressive clinical
course, poor response to empirical chemotherapy, and,
as a result, short life duration [8; 9]. The average survival
of patients with BM-CUP ranges from 3 to 12 months,
although sometimes longer survival is reported.
BM-CUP forecast, compared to BM from the known
sources of primary cancer, is debatable. In most studies,
significant differences in survival between patients
with BM of known and unknown origin are not reported.
Patients with BM-CUP demonstrated better survival
when the primary cancer was detected (after the latent
period > 3 months). It was connected with late systemic
progression and the relevance of tumor-specific
chemotherapy. In general, the presence of extracranial
metastases, age, localization, number of BM, and the
health state are prognostic factors in most studies [10].

We provide 2 clinical cases of patients who developed
metastatic lesions of the brain, but primary cancer, despite
the complete standard examination, was not detected.

The objective of the work is to study the course
of the brain metastases in the cancer of unknown primary
on the example of clinical cases.
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MATEPIAAU TA METOAU AOCAIAXEHHS

MauieHT H.

Mauient H., 1972 p.H, BBaxae cebe xBopum 3
ntotoro 2022 pokKy, KONMM CTaB BiAMIYaTU HAOPSIKU HUKHIX
KiHUiBOK (Oinbwe niBoi), 6inb B nNiBi MaxoBin AinsHUi.
AmOynaTtopHO 0OCTeXyBaBCS Yy CYAMHHOrO Xipypra, BCTa-
HOBMEHO  AdiarHo3: nocTtTpombocdnebiyHmin  cMHOpomMm,
rocTpoi CyAuMHHOI nartonorii He BusiBneHo. 28.06.2022 p.
npoBegeHo KT opraHiB rpygHoOi KniTKW, YepeBHOI MOPOX-
HWHW, Manoro Tasa, 3a OaHWMW SIKOi, WMOBIpHe, niMmdo-
npornidepaTtMBHE 3axXBOPIOBAHHS i3 3any4YeHHSAM HDKHIX
napaTtpaxeanbHux, GpoHXONyrnbMOHapHMX, NapaaopTasb-
HYX, 3aranbHuX NiMaTUYHNX BY3riB KIyboBMX — MiBOpYyY,
30BHILLHIX KNy6oBux — 3niBa. 3 OTpMMaHMMK pe3ynsTatamm
XBOpUI 3BepHyBCs A0 [epxaBHOi ycTaHOBWM «lHCTUTYT
MeaunyHoi pagionorii Ta oHkonorii im. C.IM. lpurop’eBa
HauioHanbHOI akagemii MeguyHux Hayk YkpaiHu» ans
KOHCynbTauii remartonora, momy Oyno pekoMeHOOBaHO
BepudikaUilo WNAXoM TpenaH-6ioncii nimpaTtuyHnx By3nis
3 noganbLlnM MopconoriyHMM Ta iMyHoricToxiMivyHuMm (I7X)
pocnigkeHHam matepiany. 04.07.2022 p. 6yna npoBefeHa
TpenaH-6ioncis 30BHiWHbOro knyboBoro nimdarTnyHoro
Byana nisopydy. N3 Ne22SP045192 Big 12.07.22: meta-
CTa3n 3rosKICHOI eniTenioigHoi NyxnMHW, HaWbinbWw MMOo-
BipHO, KapLMHOMM, MOXITUBO, NMOCKOKITITUHHOT KapLUHOMM.
IFTX Ne22CN007698 Big 29.07.22: meTactasn HU3bKO-
andepeHuinoBaHoi  ageHokapumHomu  6e3  ekcnpecii
opraHocneumdiYHnX MapkepiB  (BUKIMHOYEHi  NIOCKOKTIi-
TMHHa Ta nNepexigHOKNITMHHA KapuumHomu). BpaxoByroum
BuLLE3a3HavYeHi  pesynsraTth, BCTAHOBMEHO  [iarHos:
MeTacTtasu apgeHokapuvHoMM B fiMdaTuUdHi BY3nuM 3
NepBUHHO HeBM3Ha4YeHoro BorHmwa TxNxM1, IVcrT, 2 kn.rp.
3 09.2022 p. no 10.2022 p. oTpumas 2 LMKNM MonixiMio-
Tepanii (MXT) 3a cxemoww XELOX B ymoBax iHWOi
yctaHoBu. 17.10.22 p. panToBo, BpaHLi y nawieHTa 3’ aBunmncb
CKaprm Ha BMPaXXEHWI TONIOBHUI Oinb, 3anamMOpOYeHHs,
Hy#oTy, cnabkicTb y MiBUX KiHUiBKax. YpreHTHoO AocTaB-
NIEHMN 0O HEBPOSIOrYHOro cTauioHapy, Ae Oyno BUMKOHAHO
MPT ronoBHOro MO3Ky: O3HaKu HennacTu4yHoro o6’eMHOro
YTBOPEHHSA MpaBoi TiM'SAHOT YacTKM 3 HasABHICTIO BEMUKOI
OiNAHKM  Ba30reHHOro HabpsiKy, 3MILLEHHS CepeauHHKX
cTpyktyp. 18.10.22 p. B HeMpoXipypriyHOMy BiadineHHi
KomyHanbHe HekomepuiiHe nignpuemctBo «Micbka kni-
HiyHa nikapHa Ne7» XMP BukoHaHO onepaTvBHE BTpPY-
YaHHSA: KICTKOBO-MracTnyHa TpenaHauis B npasiii TiM'SHIN
AiNsHLi, BUOaNeHHs BHYTPILUHBOMO3KOBOI NMyXIIMHW MpaBoi
TiM'aHOi yacTku. [lpu naToricTonoriyHOMy LOCHiOXKEHHI
Ne3322023 Big 02.11.22 p. OTpMMaHO 3aKIMOYEHHS: rio-
6nactoma (M944013, G IV). 3 18.11.2022 poky naujieHT
3HOB noTtpannge p[o [epxaBHoi ycTtaHoBWM «lHCTUTYT
MeaunyHoi pagionorii Ta oHkonorii im. C.IM. lpurop’eBa
HauioHanbHOi akagemii MeguuHuMx Hayk YkpaiHuy, ae
MOro npencTaBneHO Ha OHKOPAaAioNoriYyHOMY KOHCUITiyMi,
BCTAHOBMEHO fiarHo3: MeTaxpoHHe  3axBOpPHOBAHHS:
1) MeTtactatnyHe ypaxeHHs nimdosyanis 3 MHB TxNxM1,
IV ct., cTtaH micns TpenaH-6ioncii 30BHiWHLOro kny6oBoro
nimdposyana nisopy4 04.07.22, ctan nicnga 2 uyumknis MXT
(XELOX) 09-10.22., 2 kn.rp; 2) [niobnactoma npaBoi
TiM'aHoi YyacTkm G IV, cTaH micns XipypriyHOro nikyBaHHs
(18.10.22), pekomeHOOBaHO: nicnsonepayiinHni Kypc Avc-
TaHUinHOI npomeHeBoi Tepanii (AMT) Ha AinsHKY ronos-
HOro Mo3Ky, Bigkputa 6ioncia nimdatuyHnx By3niB,
KOHCynbTauig XxiMioTepaneBTa AN BUPILIEHHS NUTaHHA
wopo npogorxeHHs MXT. 3 09.11.22 p. no 15.11.22 p.
npoBegeHo nicnsonepauiviinid  kypc [AMNT Ha AinsHky

MATERIALS AND METHODS

Patient N.

Patient N., 1972 year of birth, has considered himself
ill since February 2022 when he started noticing swell-
ing of the lower limbs (the left limb was more swollen),
and pain in the left inguinal region. He was examined by
a vascular surgeon on an ambulatory basis, the diagno-
sis was established: postthrombophlebitic syndrome and
no acute vascular pathology were detected. On 28.06.2022
CT of the chest, abdominal and pelvic organs was
performed. According to the CT data, a possible lympho-
proliferative disease with the involvement of lower para-
tracheal, bronchopulmonary, para-aortic, left common iliac,
and left external iliac lymph nodes was detected. With the
obtained results the patient turned to the State Organization
«Grigoriev Institute for Medical Radiology and Oncology
of the National Academy of Medical Sciences of Ukraine»
for the hematologist consultation, he was recommended
to undergo a verification of lymph nodes via trephine
biopsy with the further morphological and immuno-
histochemical examination of the material. On 04.07.2022
a trephine biopsy of the left external iliac lymph node
was performed. Pathohistological report No.22SP045192
dated 12.07.22: metastases of the malignant epithelioid
tumor, most likely of the carcinoma, namely, the
squamous cell carcinoma. Immunohistochemical test
No.22CN007698 dated 29.07.22: metastases of the
poorly differentiated adenocarcinoma with no expression
of the organ-specific markers (squamous cell and
transitional cell carcinomas were excluded). Taking into
account the abovementioned results, the following
diagnosis was established: Metastases of the adeno-
carcinoma to the lymph nodes from the site of unknown
primary TxNxM1, stage IV, clinical group 2. From 09.2022
to 10.2022 the patient received 2 cycles of polychemo-
therapy according to the XELOX regimen in a different
institution. On 17.10.22, in the morning the patient suddenly
felt significant headache, dizziness, nausea, and weakness
in the left limbs. He was urgently taken to the neurological
inpatient facility, where brain MRI was performed: signs of
a neoplastic mass lesion of the right parietal lobe with the
presence of a large area of vasogenic edema, midline shift.
On 18.10.22 in the Neurosurgery Department of the
municipal non-profit enterprise «City Clinical Hospital No.7»
of Kharkiv City Council a surgical intervention was
performed: bone-plastic trepanation in the right parietal
lobe, the removal of the intracerebral tumor of the right
parietal lobe. In pathohistological examination No. 3322023,
dated 02.11.22, the following report was received: gliob-
lastoma (M944013, G IV). On 18.11.22 the patient was
again in the State Organization «Grigoriev Institute for
Medical Radiology and Oncology of the National Academy
of Medical Sciences of Ukraine», where he was presented
at a board of oncological radiology, and the following
diagnosis was established: Metachronous disease:
1) Metastatic lesion of the lymph nodes with the site of
unknown primary TxNxM1, stage IV, condition after the
trephine biopsy of the left external iliac lymph node
04.07.22, condition after 2 cycles of polychemotherapy
(XELOX) 09-10.22., clinical group 2; 2) Glioblastoma
of the right parietal lobe G IV, condition after the surgical
intervention (18.10.22); the following treatment is recom-
mended: a postsurgical course of external beam
radiation therapy (EBRT) on the brain region, an open
biopsy of the lymph nodes, a consultation with chemo-
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ronosHoro mosky (POO 2 Ip, COO 10 Ip), noganbiue
nposedeHHa [AMNT Bu3HaHe HeOoUINbHUM, OCKINbKN Yy
nauieHTa HapocTae HeBpoforiyHa Ta CyguHHa CUMNTO-
matmka. 22.11.22 p. npoBegeHa ekcumsinHa 6Gioncis
HagknoynyHoro nimdpatmyHoro Bysnma miBopyd. I3
Ne13513-19 Big 02.11.22 p.: HanimoBipHilWle MeTacTas
NMOCKOKMITUHHOI He3porosinoi kapuuHomun (M 8070\6).
17.12.22 p.: KoHcuniym BigaineHHs KniHiMHOT OHKOMOril
Ta remMaTonorii: BpaxoBYy4YM MOPAONOriYHUA pesynbTaT
eKcumsinHoi Bioncii nimgatnyHoro By3na pekoMeH4oBaHO
naniatmeHy [IXT 3a cmexow naknitakcen 150 wr,
kapbornnmatuH 200 Mr B MOHOXPOMHOMY peXuWMi Ha
0asi BigaineHHs npomeHeBOi naTtonorii Ta naniaTMBHOI
MeanuuHn. Ha MOMEeHT HaaxXOMKeHHs OO0 BiadiNeHHs
cKkaprmu Ha BupaxeHun 6inb y niBi naxoBin AiNsHUi,
XpeOTi, crnabkKicCTb B HWXHiX KiHUiBKax, ronoBHuin Oinb,
noripweHHs nam’aTi, MNigBULLEHHS apTepianibHOro TUCKY.
O6G’eKTNBHO: CTaH CepedHbOi TSDKKOCTI. TSDKKICTb CTaHy
3yMOBfneHa nposiBaMu pPakoBOI iHTOKCWKaLUii Ha oHi
reHepanisauii  3axBOplOBaHHS, BUpPaXXeHUM OBOoNboBUM
CMHOPOMOM, LLO HEe KymMipyeETbCs NMPUAOMOM HEHapKOTUY-
HUX aHanbreTukiB, CyAMHHUMMW yCKragHeHHsMu (Tpombos,
nimcpocTas). CaigomicTb 3aTbmMapeHa, KOHTakT yTpya-
HeHWn, BigNoBigae Ha NUTaHHSA OOHOCKMAaAHO, Ae30pieH-
TOBaHWN. [MONOXEHHSA Tina — BUMYLLEHE (NEXWUTb Y FiKKY
abo cuauThb y BIi3Ky), MOTpebye CTOPOHHLOI JOMOMOrM NpK
3MiHi NoNoXeHHs Tina. BigmivaeTbcs HabpsAKicTb 06NNYYs,
KicTemn, HWXKHIX KiHLIBOK, nimdocTas nisoi Horu Il cT., niBa
Hora 3Ha4Ho 30iMblUeHa B po3Mipax, pyxy HEO HEMOXITUBI.
Ha wikipi niBoi Horm — TpodhivHi BMpasKu, LLKipa yLLinbHeHa,
HarpsaHoro konbopy. AKCUnapHi nimdatuyHi By3nu + 2 cwm,
naxosi + 3 cM B giameTtpi. lMepkyTOpHO Hap nereHsAMmn
nNereHeBUn 3BYK, ayCKynbTaTMBHO [MXaHHSA >KOPCTKeE,
poscigHi cyxi xpunn, YO0 19 xB. Mexi BigHOCHOI cepue-
BOI TynocTi po3wwupeHi +1 cm. ToHu cepua npurny-
LWeHi, puTMiyHi, Taxikapgia YCC 100-120 yg. Ha xB.,
AT 140/80 mm pt cT. (MakcumanbHe 180/110 mm pT CT.),
nauieHT B Mpoueci ropmoHoTepanii — AekcameTasoH
8 Mr noCTiMHO, NPUMNOM HaPKOTUYHMX aHanbreTukie —
HanbydiH 10 mr, Tpamagon 37,5 mr 4 pasu Ha [OeHb.
Asnk obknageHuin OBiNACTMM  HanNbOTOM MO  NEepefHin
noBepxHi, 3 BiabuTkamn 3y6iB Ha noBepxHi. >KuBiT
36inbleHnA B3OyTWIA, YyTNMBUMIA B npaBoMy nigpebep’i.
MeviHka 36inbweHa + 2 cm, cenesiHka nanbnyeTbCcs
+ 2cm, 6esbonicHa. CumnTom [llacTepHaubKoro Heratue-
HUA 3 obox GokiB. CTyn — 3akpenn 3-5 OHIB, BMMNOPOX-
HEHHSA Micna KNisMM 4M NPOHOCHOrO, Ai3ypuU4dHi ABMLLA,
HikTYypis. HeBponoriynni ctatyc: 3iHuui d=s, pyxu odewn
He oOMexeHi, niBobiyHa remiaHoncia, obnuy4s cumeT-
puU4He, SA3MK MO CepefHin niHil, MOBa, KOBTaHHSA He
nopyweHi. M’a3oBa cuna 3HWxeHa B niBii pyui 0o
4 Ganis, B niBi HO3i — OO OBOX OaniB, CyXOXurbHi ped-
nekcu Bule 3niBa, MNOPYLEHb YYTNMBOCTI HEMAE.
Manbue-HocoBy nNpoOy BWKOHYE 3aAOBINIbHO, MPUAHATH
BEPTUKAITbHE MOMOXEHHSI HE MOXeE.

JlabopatopHi fgaHi: B KniHiYHOMY aHanisi KpoBi NomipHa
aHemiss (remorno6iH 111 r/n, eputpouutn 3,82 x 1012)
, Hu3bkuMiA piBeHb TpomboumTie (124 x 109), HW3bKWUIA
rematokput (34%), nenkounTtos 12,78 x 109.

BioximiuHi aHani3n 6e3 cyTTeEBUX BiOXUIEHb.

EKI: putm cuHycoBuin, rineptpodia miokapaa ni-
BOro LnyHoyka. [lopyweHHa npoueciB penonspusauii
no nepeaHbO-BEPXiBKO-NEPEropoaKoBO-0iYHMX  Bigainax
NiBOrO LUITyHOYKA.

Y3AI marictpanbHuUX CyauH: Xig cyauH disionoriyHuim,
0O3HaK CTEHO3YBaHHS MPOCBITY CYAMH HE BUSIBINEHO.

therapist on the matter of the continuation of poly-
chemotherapy. From 09.11.22 to 15.11.22 a postsurgical
course of EBRT on the brain region was performed
(single boost dose of 2 Gy, total boost dose of 10 Gy);
further EBRT was considered irrelevant because of the
patient's neurological and vascular symptomatology.
On 22.11.22 an excisional biopsy of the left supraclavi-
cular lymph node was performed. Pathohistological report
No.13513-19 dated 02.11.22: most likely — metastasis of
the squamous cell non-keratinous carcinoma (M 8070\6).
17.12.22: Board of the Department of Clinical Oncology
and Hematology: taking into account the morphological
result of the excisional biopsy of the lymph node, the
patient was recommended to undergo a palliative poly-
chemotherapy according to the regimen paclitaxel 150 mg,
carboplatin 200 mg in monochrome mode at the premises
of the Department of Radiation Pathology and Palliative
Medicine. At the moment when the patient was brought
to the department, he had the following complaints: severe
pain in the left inguinal region, and vertebral column,
weakness in the lower limbs, headache, memory impair-
ment, increase in arterial pressure. Objectively: condition
of moderate severity. The condition’s severity was caused
by the manifestations of cancer intoxication in the setting
of the generalization of the disease, severe pain syndrome
that cannot be relieved by the intake of narcotic analge-
sics, vascular complications (thrombosis, lymphostasis).
The patient was in a confused mental state, and contact
with him was impeded. He was answering the questions
with one-syllable words and was disoriented. The body
position was compulsory (the patient was either lying in
the bed or sitting in a wheelchair), and he also required
external assistance to change the body position.
The swelling of the face, bones, lower limbs, and stage
3 lymphedema of the left leg were observed. The left leg
was significantly enlarged, and the patient could not
move it. There were trophic ulcers on the skin of the
left leg, the skin itself was purpuric and hard. The axillary
lymph nodes were enlarged in diameter by 2 cm, and
the inguinal lymph nodes — by 3 cm. The vesicular breath
sound was normal, but the breathing was auscultatory
hard with scattered dry rale, respiration rate — 19 breaths
per minute. The borders of relative cardiac dullness were
enlarged by 1 cm. The heart tones were muffled and
rhythmical, there was tachycardia, heart rate: 100-120
beats per minute. Arterial pressure — 140/80 mm Hg
(maximal — 180/110 mm Hg). Over the course of hormone
therapy, the patient received 8 mg of dexamethasone
constantly and also took narcotic analgesics — nalbuphine
10 mg, tramadol 37,5 mg 4 times a day. The tongue’s
anterior surface was coated with white fur, with teeth
indentations on the surface. The stomach was enlarged
and bloated, sensitive in the right hypochondrium.
The liver was enlarged by 2 cm, the spleen was palpated,
also enlarged by 2 cm, painless. Pasternatsky’s symptom
was negative from both sides. Bowel movement — consti-
pation for 3-5 days, defecation after an enema or
an aperient, dysuric manifestations, nycturia. Neurological
condition: Pupils d=s, eye movements — not limited,
left-sided hemianopsia, the face — symmetrical, midline
tongue protrusion, no dysphasia and dysphagia. Muscle
power in the left hand was decreased to 4 points, in the
left leg — to 2 points, tendon reflexes were higher on
the left, no sensation disorders were detected. The patient
performed the finger-to-nose test satisfactorily and
could not take an upright stance.
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3a paHMMu  iHWKWX  JocnigXkeHb  (YnbTpasByKoBe,
hibporactpogyoneHockonis,  KONMOHOCKOMist)  BUSIBMEHWN
XPOHIYHWUI racTpodyofdeHiT B CcTadil peMmicii, XPOHiYHWI
KOnMiT, AMBEPTMKYNbO3 CUIMOBUAHOI KWLLKW, Kuna CTpaBo-
XigHoro oTBopy Aiacpparmu.

3 02.12.22 p. no 22.12.22 p. — 1 uukn MNXT, 3 gesikoto
NO3NTUBHOK AUHaMIKOK (60NbOBUIA CMHOPOM 3MEHLLUBCS,
KoHrnomepar niMmgaTtuyHuUX BY3MiB Y NiBil NaxoBin AiNAHLUI
3MeHWwwMBCA B po3mipax). 3 08.01.23 p. noripLueHHs cTaHy:
y XBOpOr0O BiAMIYalOTbCS MNapPOKCU3MaribHi  MOPYLUEHHS
CaMOoMoYyTTs 3 NIMXOMaHKO, BiAYYTTAM Xapy, TPEMOPOM,
BiOUyTTAM 3aayxu, 6onsmu B AiNsHUi cepus, NiABULLEHHS
AT po 180/100 mm pT cT., cepuebuttas go 140 ya/xs,
3anamMopOoYeHHs, BigvyTTss cTpaxy cmeprti. Mpu nosTop-
Homy MPT ronosHoro m™o3ky 11.01.2023 p.: nicng-
onepauinHiin aedeKkT peyvoBMHU NpaBoi TiIM'AHOI YacTKM,
BMKOHaHWI JiKBOPOM, 3 nepudokanbHMM rrio3om 3
HEpPIiBHOMIPHUM nepudepUYHMM MNOCTKOHTPACTHUM nigcu-
neHHaM. [JedeKT WMPOKO Crony4aeTbCa 3 XPOHIYHOK
cyboypanbHOI remaTtomol Ha piBHI npaBoi remicdepm.
Mac-edekt Ha npaBunm 6GokoBui LWNyHo4YoK. Cy6Kop-
TMKanNbHO B AoOp3aribHOMY Biadini npaBoi No6HOI YacTku
BOrHMLLE MICASKOHTPACTHOrO nigcuneHHs o 5 mMm 3
nepudokanbHUM HabpsKkoMm (Nporpecis 3axBOPHOBAHHS).
3a pilWeHHAM MynbLTUANCUMMNIHAPHOT KOMICIT — pekoMeH-
[0BaHO CUMMTOMAaTUYHY Tepanito.

MauieHT b.

Mauient B., 1982 poky HapomXeHHs. 3axBopiB Yy
cepnHi 2022 poky, KONMU 3'IBUBCSA HE3BUYHWUIA TFONMOBHUN
6inb, 3HWKEHHA NaM'siTi, @ TaKoX Hanagu, siKi NoYMHanMCb
3 Big4yTTd HEMPUEMHOrO HEBIAOMOro 3amaxy, Micrs 4oro
BiOYYTTA 3anaMOpO4yeHHs Ta [e30pPiEHTOBaHOCTI, SKi
TpuBanu 6nusko 1,5 XBUNMHKU, Ta noBToptoBanuchk 1 pas
Ha 2-3 pHi. NMpn MPT ronosHoro mo3ky (18.10.2022 p.)
BUsiBNEHe 06’eMHe HOBOYTBOPEHHS MiBOI CKPOHEBOI YacTKu
MO3Ky 3 HEOOHOPIOHWM MiACWUIEHHAM Ha MOCTKOHTpAcT-
HUX CKaHax CTiHKK Ta By3na 4o 15 x 12 mm. 21.10.2022 p.
B HeMpoxipypriyHomy BigAineHHi nauieHTy 6yno nposegeHo
XipypriyHe nikyBaHHA — cyGToTanbHe BWAANEHHS iHTpa-
uepebpanbHoro 06’'€MHOrO HOBOYTBOPEHHS MiBOi CKpoO-
HeBOi 4acTtku. [lpwu rictonorivHoMy AgocnigxeHHi BUK
B Ne32085-93 (31.10.2022) GyB oTpumaHui pesynerar —
MeTacTas ApibHOKMITMHHOrO paky. Y nuctonagi 2022 p.
nauieHT ©OyB HanpaBneHun [0 [epxaBHOi yCTaHOBWU
«IHCTUTYT MegmnyuHoi pagionorii Ta oHkonorii iM. C.IM. pu-
rop’eBa HauioHanbHoi akageMii MeguuHnx Hayk YkpaiHu»
Ana nposefeHHa nicnsionepadinHoro kypcy OMT 3 piar-
HO30M  «BHYTpILUHLOMO3KOBE  HOBOYTBOPEHHSA  FiBOT
CKPOHEBOI YacTKN 3 HEBUSBMIEHONO MEPBMHHOIO BOTHULLA.
CTtaH nicns ocTeonnacTU4HOI TpenaHauii Yepena B niBin
NoBHO-CKPOHEBIN  AinsHui, cybToTanbHOro BUAANEHHS
iHTpauepebpanbHOro HOBOYTBOPEHHS NiBOI  CKPOHEBOI
yactkn. EninentuyHmin  cuHgpom». Tlpn  HagXOMXKEHHI
30epiraloTbCsl CKapri Ha 3HWXKEHHS Nam’siTi Ta eninenTuYHi

Laboratory data: in the blood test — moderate anemia
(hemoglobin 111 g/l, erythrocytes 3,82 x 1012), low level
of thrombocytes (124 x 109), low hematocrit (34%),
leukocytosis 12,78 x 109.

Biochemical tests — no significant abnormalities.

ECG: sinus rhythm, hypertrophy of the left ventricular
myocardium. Impairment of repolarization processes in
anterior superior lateroseptal regions of the left myocardium.

Doppler ultrasonography of the great vessels: normal
course of vessels, no signs of vessel lumen stenosis.

According to the data of other examinations (ultra-
sound, fibrogastroduodenoscopy, colonoscopy) chronic
gastroduodenitis in remission, chronic colitis, diverticulosis
of the sigmoid colon, gastroesophageal hernia.

From 02.12.22 to 22.12.22 the patient received 1 cycle
of polychemotherapy which resulted in some positive
changes (abatement of pain syndrome, reduction in size
of the conglomerate of the lymph nodes in the left inguinal
region). 08.01.23 — deterioration in the patient’s condition:
paroxysmal disorders of well-being with fever, fever
sensation, tremor, the feeling of suffocation, heart pain,
increase in arterial pressure to 180/100 mm Hg, heart rate:
up to 140 beats per minute, dizziness, feeling of fear
of death. On 11.01.2023 a repeated brain MRI was
performed: postsurgical defect of the matter of the right
parietal lobe filled with cerebrospinal fluid, with perifocal
gliosis with unequal peripheric contrast enhancement.
The defect was extensively connected with chronic
subdural hematoma at the level of the right hemisphere.
Mass effect on the right lateral ventricle. Subcortically
in the dorsal region of the right frontal lobe — the focus
of postcontrast enhancement up to 5 mm with perifocal
edema (progression of the disease). According to the
decision of the multidisciplinary board, symptomatic
therapy was recommended.

Patient B.

Patient B., 1982 year of birth. The patient got ill in
August 2022 when he developed an uncommon
headache, hypomnesia, and also strokes which began
with the feeling of an unpleasant unknown smell, and
afterward, the patient felt dizzy and disoriented.
These strokes lasted for about one and a half minutes
and repeated once per 2-3 days. According to the brain
MRI dated 18.10.2022 a space-occupying lesion was
detected in the left temporal lobe of the brain with non-
homogeneous enhancement on the postcontrast scan
of the wall and knot up to 15x12 mm. On 21.10.2022 the
patient received surgical treatment in the Neurosurgical
Department — subtotal removal of the intracerebral
space-occupying lesion in the left temporal lobe. In the
histological examination BUK B N0.32085-93 (31.10.2022)
the following result was obtained: metastasis of small
cell carcinoma. In November 2022 the patient was referred
to the State Organization «Grigoriev Institute for Medical
Radiology and Oncology of the National Academy of
Medical Sciences of Ukraine» for him to undergo a post-
surgical course of EBRT with the diagnosis of «Intra-
cerebral lesion in the left temporal lobe from the site of
unknown primary. Condition after the osteoplastic trepa-
nation of the skull in the left fronto-temporal lobe.
Epileptic syndrome». When the patient was brought to
the department, he had complaints of hypomnesia and
epileptic seizures, which began with the feeling of

Hanagu, sKi nodMHalTbCA 3 BiOYYTTS HeBM3HaveHoro an unpleasant unknown smell without loss of conscious-
3anaxy 6e3 BTpatu ceigomocTi. B HeBponoriyHomy cTtaTtyci  ness. Multidetector computed tomography of chest,
ocepegkosi cuMmnTomMu  BiACYTHi. MynbtugetektopHa abdominal cavity, retroperitoneal space, and pel-
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KoMM'toTepHa Tomorpadpisi opraHiB rpygHoi, YepeBHOi Mno-
POXHWMHK, 3a04epEBUHHOIO NpocTopy, Tasa (12.11.2022 p.):
NEPEKOHNMBKX AaHNX 33 HEOMNNACTUYHE YPaKEHHS OpraHis
rPyAHOI, YepeBHOI NOPOXXHUHW, 3a04E€PEBUHHOIO NPOCTOPY,
Tasa He BMSIBMNEHO.

JlabopatopHi pesynbratu kniHiyHoro Ta bGioximiyHoro
aHanisiB kpoBi 6e3 BiaxuneHb Big HOPMMU.

IFX pocnigpxkeHHa Ne22SP082946 TkaHWHM Buaane-
HOr0 HOBOYTBOPEHHSA: B KNITMHAX MYXMMHN BU3HAYEHO
NO3UTUBHY peakuilo Ha cuHanTodi3aMH Ta XpomaTuH A,
yacTuHa KniTmH nosutmeHa Ha INSM1, Ber-EP4. Mopd-
ornorisi HOBOYTBOPEHHSI HanbinbLUe xapakTepHa Ans meTa-
cTasy [ApiGHOKMITUHHOI HEeWpPOEHAOKPUHHOI KapLUHOMM
Il rpapauii (SCNEC G3). [aHi nyxnuHM He eKcrpecyoTb
opraHocneundivHi MapKepu, WO YHEMOXITUBIIOE BCTAHOB-
NeHHA Nnokanizauii NTepBUHHONO BOrHULLLA MYXIMHHOTO POCTY.

MoetopHa MPT ronoBHoro Mmo3ky (25.11.2022 p.,
Ne1102225) BusiBuna noctrpenaHauinHnin aedekT CKpoHe-
BOI KICTKM, MPUKPUTUIA KiICTHUM JTOCKYTOM, KITMHOMOZIGHWI
nedekT KopTUKO-CyOKOPTUKANbHUX BiAAiniB  CKPOHEBOT
yactkn. Ha upomy piBHi nnactuHyata cybaypanbHa
rirpoma o 4,5 mm 3aBTOBLIKW. B MegianbHux Bigainax
niBOI CKPOHEBOI Y4acTKW i3 3anyyeHHAM rinokammny, napa-
rinokamnaneHOi 3BUBMHUW, MUTAnNVKY Bidyani3yeTbcs 06’eM-
He YTBOpEHHHA, WO 3any4ae kopy Ta O6iny peyoBuUHY
po3mipamy 41x46 MM 6€3 YiTKOro KOHTYpY, i3 KiCTO3HUM
KOMMOHEHTOM, LU0 3anoBHeHe piavHHWM BMmicToMm. [epu-
cdokanbHWin HabpsK BiACYTHIN. Ha iHWOMY NpoTA3i B CTPYK-
Typi rornoBHOro MoO3Ky 6e3 00’€MHMX Ta BOTHULLEBUX 3MiH.
BucHoBok: MP-03Haku iHinsTpaTnBHOrO 06’€MHOro yTBO-
peHHs MiBOI CKPOHEBOT YACTKK, BipOriAHO rMianbLHOro psay,
ckopiwe G3. CtaH nicnst YyacTkoBoro BuganeHHs (puc. 1).
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vis (12.11.2022): no convincing data on the neoplastic
lesion of the organs of chest, abdominal cavity, retroperito-
neal space, and pelvis were detected.

Laboratory results of clinical and biochemical blood
tests — without abnormalities.

Immunohistochemical examination No0.22SP082946
of the tissue of the removed lesion: in the tumor cells
a positive reaction to synaptophysin and chromatin A was
determined, and some cells were positive for INSM1,
Ber-EP4. The morphology of the lesion was the most
characteristic of metastasis of grade 3 small cell neuro-
endocrine carcinoma (SCNEC G3). These tumors do not
express organ-specific markers, thus it is impossible to
establish localization of the primary site of tumor growth.

A repeated brain MRI (25.11.2022, No.1102225) detec-
ted the post-trepanation defect of the temporal bone
covered with a bone flap and the sphenoidal defect of the
cortico-subcortical regions of the temporal lobe. At this
level, a lamellar subdural hygroma up to 4,5 mm thick
was detected. In medial regions of the left temporal lobe
involving the hippocampus, the parahippocampal gyrus,
and the amygdala a space-occupying lesion was
visualized. It included cortex and white matter with
dimensions of 41x46 mm with no clear contour and with
a cystic component filled with fluid. There was no perifocal
edema. In other structures of the brain, no space-occupying
and focal lesions were detected. Conclusion: MRI signs
of the infiltrative space-occupying lesion of the left
temporal lobe, presumably of the glial layer, apparently G3.
Condition after partial removal (Fig.1).

1882 Jan 23 M 1102225

—
x

Puc. 1. MPT nauieHta B. (nicna onepauiiHoro BTpydaHHsi). B meaianbHux Bigainax niBoi CKPOHEBOI YaCTKM i3 3any4YeHHsIM
rinokamny, naparinokamnanbHOi 3BMBMHWU, MUTAANUKY BidyanidyeTbc 06’eMHE YyTBOPEHHS, Lo 3any4vae Kopy Ta biny
peyoBuHY po3Mipamn 41x46 MM 6e3 YiTKOro KOHTYPY, i3 KICTO3HUM KOMMNOHEHTOM, O 3anOBHEHE PiAUHHUM BMiCTOM.

MepudokanbHUn HabpsK BiACYTHIN
Fig. 1. MRI of patient B. (after surgical intervention). In medial regions of the left temporal lobe involving the hippocampus,
the parahippocampal gyrus, and the amygdala a space-occupying lesion was visualized. It included cortex and white matter
with dimensions of 41 x 46 mm with no clear contour and with a cystic component filled with fluid. There was no perifocal edema

Ha TenepiwHin 4ac nauieHT OTpuMMyeE niKyBaHHSA
npenapatom «®iHnencuH-petapg» 800 mMr Ha [oby,
eninenTuyHi Hanagw BiACYTHI. MfonoBHWUI Ginb He Typoye.

Presently, the patient is receiving treatment with
«Finlepsin-retard» 800 mg per day, epileptic seizures and
headache are absent. He continues receiving special
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lMpopoBXxye cneujanbHe nikyBaHHA B [JepXaBHin yCTaHOBI
«lHcTUTYT MegmuHoi pagionorii Ta oHkonorii im. C.MN. Mpu-
rop’eBa HauioHanbHOi akageMii MeguuHnx Hayk YkpaiHu»
3rigHO 3 pilUeHHAM MynsTuaMcumnniHapHoi kowmicit: OMNT
(Clinac 600) Ha ginaHKy ronoBHoro mo3ky go COf 40 Ip,
(POL 21p), naniatusHa MXT (kap6onnaTtunH 600 Mr 1-11 AeHb,
etonosug (CO 600 wmr)).

OocnipkeHHs MPT  ronoBHOro MO3Ky B AuHaMiui
(05.04.2023 p.) BUsBWNIO 36inNbLUEHHS PO3MIpIB AiNsHKMN
YpaXeHHs1 niBOi CKPOHEBOI 4YacTkm [0 77x57x40 mwm,
30inblUEHHS pPO3MIpiB KICTO3HUX BKMAOYEHb 0 33x23 MM
(MP-curHan He i30iHTEHCUBHWIA 3 TiKBOpY) Ta Ierkvn
nepudokanbHuii Habpsik (NepeBaXkHO Ba3oreHHU) (puc. 2).

P

ET: 23
TR: I’:l.'.ll..II:I 0
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treatment in the State Organization «Grigoriev Institute
for Medical Radiology and Oncology of the National
Academy of Medical Sciences of Ukraine», according
to the decision of the multidisciplinary board: EBRT
(Clinac 600) on the brain region up to total boost dose
of 40 Gy (single total dose of 2 Gy), palliative polychemo-
therapy (carboplatin 600 mg on the 1st day, etoposide
(total dose of 600 mg)).

The brain MRI examination in real time (05.04.2023)
detected enlargement of the lesion to 77x57x40 mm,
enlargement of the cysts to 33x23 mm (MR signal was not
isointense from cerebrospinal fluid), and mild perifocal
edema (mostly vasogenic) (Fig. 2).
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Puc. 2. MPT ronoHoro Mo3ky naujieHta b. 36inbLlueHHs po3MipiB AinsiHKM ypaXKeHHs MiBOT CKPOHEBOT YaCTKM
3 KICTO3HMMU BKITIOYEHHAMM Ta nepudokanbHUM Habpsikom
Fig. 2. Brain MRI of patient B. Enlargement of the lesion of the left temporal lobe with cysts and perifocal edema

lMoBTOpPHa MynbTMOETEKTOPHA KOMM'KOTEPHA TOMOrpa-
isi opraHiB rpygHoi, YepeBHOI MOPOXHUHW, 3a04EPEBUH-
Horo npoctopy, Tasa (06.04.2023 p.) He BuABMMNA HiSIKMX
3MiH, OKPiM KOHKPEMEHTY MiBOr0 CEYOBOAY.

Yacto piarHo3 ypakeHHs rofloBHOMO MO3KY MOBUHEH
OyTun NigTBEPOXKEHWI FICTONOMYHUM OOCTIMKEHHAM 3 BMKO-
pPUCTaHHAM eKcumM3inHoi Gioncii nyxnuHu. 3 TOuYkM 30py
MOPOOrii pakoBi MeTacTasn y rofloBHUA MO30K MOXYTb
MaTn Taki (POpMM: MOOAMHOKI COMITapHi BY3MKW, MHOXMWHHI
coniTapHi By3nu, KaHUepoMaTo3 TKaHWHU MO3Ky Ta MO3-
KoBMX OBOMOHOK. MakpoCKoMiYHO MeTacTaTUYHI MyXIMHU
MalTb BUMMAL 0o0pe BiomexoBaHux By3niB 6e3 kancynum,
Lo NokanisylTbcs B Kopi abo cybkopTukaneHo, cipyBaTo-
OinyBatoro abo >KOBTyBaTO-KOPWMYHEBATOrO  KOJbOPY,
3 HafABHICTIO UEHTpanbHWX HEKPO3iB Ta MepuTymoparib-
Horo Habpsiky. HeaBaxatoum Ha 4OCUTL XxapakTepHi Mopdo-
NOriYHi 03HAaKM SK MIIOCKOKMITUHHOMO paky, Tak i rmiobnac-
ToMn, MM MOXyTb 3HAYHO BIiOPI3HATUCHA Bi4 NEPBUHHOI
HEBTOYHEHOI MyXMNWHN 3@ paxyHOK BTPAT CBOrO AndepeH-
uitoBaHHA. Tak y nauieHta H. meTtactasu B niMmgatuyHi
Byanu Oynu npeacTaBneHi  BENWKUMK  KOMMIeKcamu
GaraTowapoBoOro MnJIOCKOro eniTenit, Wo Ccknagasca 3
aTMnoBuUX KNiTWMH TUMy LWKUMYBATUX Pi3HMX PO3MIpiB Ta
dopmu. Y OGiNbIOCTi KOMMMEKCIB KIMITUHU  KapuMHOMM
Manw CBiTNy rOMOreHHy e03VHOMINbHY LMTONnasmy, oKpyrmi
abo oBarnbHi A4pa, Ta YiTko BUpaxeHi sgepus (puc. 3).

A repeated multidetector computed tomography of
the organs of the chest, abdominal cavity, retroperitoneal
space, and pelvis (06.04.2023) did not detect any changes,
except for the concretion of the left ureter.

The diagnosis of a brain lesion is often required to be
confirmed by histological examination with the use of
an excisional biopsy of the tumor. From the point of mor-
phology, cancer metastases to the brain can have the
following forms: single solitary nodules, multiple solitary
nodules, carcinomatosis of the brain tissue, and meninges.
Metastatic tumors macroscopically have the appearance
of well-circumscribed nodules without a capsule, and
they are localized in the cortex or subcortically. They are
off-white or yellowish-brown and contain central necroses
and peritumoral edema. Despite the differential morpho-
logical peculiarities of both squamous cell cancer and
glioblastoma, BM can significantly differ from the tumor
of unknown primary due to the loss of their differentiation.
Thus, in patient N. metastases to the lymph nodes were
represented by the large complexes of the multilayer
squamous epithelium, which consisted of atypical spinous
cells of various sizes and shapes. In most complexes,
carcinoma cells had a light homogeneous eosinophilic
cytoplasm, roundish or oval cores, and clearly expressed
nucleoli (Fig. 3).
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Puc. 3. MauieHt H. MeTacTasu nnNOCKOKMITUHHOT KapLMHOMM B MaxoBuii nimcosy3orn. 3abapBreHHs reMaToKCUITiHOM Ta e03nHoM, x400
Fig. 3. Patient N. Metastases of the squamous cell carcinoma to the inguinal lymph node. Staining with hemotoxin and eosin, x400

lMyxnMHa ronoBHOrO MO3Ky, WO Oyna TpakToBaHa
sK rniobnacTtoma, cknaganacs 3 pisko noniMopdHMX enite-
nionoaibHMX KNiTWH, Pi3HUX pPOo3MipiB, BepeTeHonoaibHoi
cdopmmn 3 negb MOMITHOK CBITIOK abo €03MHORINBLHOK
LUMTOMMa3MOH0; HYKMNeony HepiBHOMIPHOI BENNYUHM, MicLs-
MW FiNEePXPOMHI, y BUrNagi rmboKoro TeMHO-CUHBbOTO KOMNbO-
py abo 6nigux 6e3cTpyKTypHMX 3epeH. NMaTtonoriyHi Mito3un
BUSIBIANMCS NPAKTUYHO Y KOXXHOMY noni 3opy (puc. 4).

The brain tumor which was regarded as a glioblastoma
consisted of extremely polymorphic epithelial-like cells of
various sizes, spindle-like shape with barely visible right
or eosinophilic cytoplasm; nucleoli of uneven sizes,
occasionally hyperchromatic, in the form of vibrant deep
blue color or pale structureless seeds. Pathological mitoses
were detected basically in every field of vision (Fig. 4).

Puc. 4. MauieHt H. MeTacTtasun nnockokniTMHHOI KapLMHOMU B FONOBHUI MO30K. 3abapBneHHsi remaToKCUIiHOM Ta eo3nHoM, x400
Fig. 4. Patient N. Metastases of squamous cell carcinoma to the brain. Staining with hemotoxin and eosin, x400

3BepTano Ha cebe yBary yTBOpEHHS1 4ECMOMNACTUYHOT
CTPOMMU Ta HasiBHICTb HEKPO3iB MapeHxiMn nyxnuHu. Taka
rictonoriyHa OygoBa MyXNMHU TOMOBHOTO MO3KY AiNCHO
Haragysana BepeTeHOKNITUHHY capkoMy abo rniobnacrtomy.
B nogibHux Bunagkax HeoOXiAHWM € iMyHOricTOXiMivHe
deHoTMNyBaHHA MeTacTasdy [Afs BCTaHOBMEHHS MOro
rictoreHesy.

PE3YABLTATU TA iX OBTOBOPEHHS

Mepwwnii HaBegeHWN KNiHIYHMA BUMNAOOK Mae ABi
ocobnueocTi. [Mo-nepwe, y nauieHta 3 MM, a Takox
3 MacuBHWM METacTaTUYHUM YpPaXKEHHSIM Ta30BUX, 3a04e-
pPEBUHHUX, MefiacTUHanNbHUX NiMAOBY3MiB, AKi Npu ricTo-

Desmoplastic stroma and the presence of the necrosis
of the tumor parenchyma stood out. Such histological
structure of the brain tumor resembled spindle-like
sarcoma or glioblastoma. In similar cases, immunohisto-
chemical phenotyping of the metastasis is necessary
for determining its histogenesis.

RESULTS AND DISCUSSION

The first presented clinical case has two peculiarities.
Firstly, in the patient with BM and massive metastatic
lesions of pelvic, retroperitoneal, and mediastinal lymph
nodes which in the histological examination were identi-
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noriyHomy AgocnimkeHHi 6ynu ineHTudikoBaHi K MeTa-
CTasnm Hu3bKoauepeHUinoBaHOI ageHoKapunHOMK, nep-
BMHHUI pak He OyB BUSIBNIEHMI, HE3BaXKaloun Ha BCceOiYHe
obcTtexeHHs. [Mo-gpyre, HeonnacTuyHe o6’€eMHe HOBO-
YTBOPEHHA MpaBoi TiM'AHOI YacTKM TOMOBHOMO MO3KY
Mano conigHuM xapakTep, OBLUMPHY AiNAHKY Ba3OreHHoro
Habpsky, i ©Oyno posuiHeHe npu HenpoxipypriyHOMy
BUOAneHHi 3 naToricTONoriYyHMM BUCHOBKOM $IK rriobnac-
Toma (9440/3; G-IV). MostopHa MPT ronoBHOro Mosky
yepes 3 MicsUi BUSIBUNA HOBI BOrHMLLA 3 MNICNAKOHTpAcCT-
HAM  MiOCUNEHHAM Ta Ba30reHHUM HabpsikoM, SKi
pO3LiHEHI ik MeTacTaTudHe ypaxeHHsi. [epebir 3axBopto-
BaHHS OyB HEBMMHHO NMPOrpecyYMM, He 3BaXKatodi Ha YCi
BMaun Tepanii.

Y [Opyromy Bunagky 3axBoOploBaHHA [aebioTyBarno
KMNiHIYHMMM CMMNTOMaMW BHYTPILUHbOMO3KOBOTO HOBOYTBO-
PEHHS y BUIMSAAI 3aranbHOMO3KOBMX CUMMTOMIB Ta dookarnb-
HUX eninenTUYHUX HanagiB 3 CEHCOPHMM MOYaTKOM.
[na obox BMNaakiB Npu NaTtoricToNoriYHOMY AOCHIOKEHHI
Oyno poBedeHO MeTacTasyBaHHS Hu3bKogndepeHLino-
BaHOI MMOCKOKNITUHHOI KapunHoMu. Ane y Apyromy sunag-
Ky npu nosTopHii MPT (6e3 ypaxyBaHHS aHaMHECTUYHMX
[aHux) HasBHe OOG’EMHE HOBOYTBOPEHHS CKPOHEBOI
YacTKu PO3LHEHO K HOBOYTBOPEHHS rMianbHOro psiay.

OfHUM 3 OCHOBHUM CUMMTOMIB METacTasiB y rofloBHUM
MO30K € TOMOBHUA 6inb, MNOBIOOMIIAETLCA TaKOX, LLIO
y GaraTbOX NauieHTIB CMMMTOMW LYyXe CXOXi Ha Ti, sKi
CrocTepiralnTbCs  NpU  NEPBUMHHUX  MyXJIMHAxX  MO3KY.
3okpema, OUiHKM noka3yoTb, Wo 50 % nauieHTiB 3 MeTa-
cTazamMy B MO30K MaloTb MOTOPHUIA abo MOBHUI aediumTi,
a 10-15% matotb cygomn. Ane npubnusHo y 10% naui-
€HTIB 3 MeTacTa3amu B rofloBHUM MO30K nepebir 6escumn-
TOMHUI, | MOLUMPEHHS 3aXBOPHOBAHHS BM3HAYaETbCs 3a
JOMNOMOrow CTaHgapTHOI Bidyanisauii [11].

MepeBaxHNUM CnocobOM BUSIBMEHHS YpaXeHb FOMNoB-
HOro MO3KY, He3arexHo Big TOro, UM € BOHW NEPBUHHUM
pakoMm MO3Ky, TakuMm Sk rmiobnactoma, 4v € meTtactatuy-
HAMW ypPaXKEHHSMW, O MNOXOASTb 3 iHWWX NEePBUHHUX
nokanisauin, € MPT i3 3acTocyBaHHAM KOHTpacTy.
Hessaxatoun Ha TouyHicTb MPT, KT 4acto BMKOPUCTOBY-
eTbcs, konum MPT HepgocTynHe abo He nigxoautb Ans
OKpPeMoro BUMNagKy, TakoX [AOCTYMHICTb, €dEeKTUBHICTb i
eKOHOMiYHa edpekTunBHICTb KT-306paxkeHb pobnsatb Moro
MeToooM BMOOPY AN BWSIBIEHHSI YpaXXeHb TFONTOBHOIO
mo3ky. OgHak MPT mae nepeBary y cTBOpeHHi barato-
NIOLWMHHNX 300paXkeHb i3 BULLMM KOHTpacToMm. 306pa-
XKEHHS1, OTpMMaHi 3a gonomoroto T2-3BaxkeHoi MPT, GinbLu
YyTNMBI 0O MEHLWKMX ypaxeHb. HesBaxaiwoun Ha BUCOKY
yytnueicTe MPT, YacTka nauieHTiB 3 ypaXeHHSAM rofloBHOrO
MO3KY OTPMMYIOTb XMOHOMO3UTUBHUI AiarHO3, 3aCHOBaHWM
BUKMIOYHO Ha MPT, mertactatmyHoro abo nepBUHHOIO
paky. [MioMn BMCOKOrO CTYMEHS 3MOSKICHOCTI i coniTapHi
MeTacTasn B TOMOBHUA MO30K MatoTb CXOXWUA BUIMMAA
Ha HelrpoBi3yanizauinHKX 300paXeHHsIX, WO YacTo Np13Bo-
OUTb [0 AiarHoCTUYHMX nomunok. [losiBa  ypaxeHb
Ha MPT abo KT He 3aBxau Aae MOXIIMBICTb BCTAHOBUTU
KOHKpeTHW AiarHo3. HagiTb nicns AOCRiAKEeHHSA KinbKoX
300paeHb fgiarHo3 3anexuTb Big 0araTtbox iHLIMX
hakTopiB. AKLWO YypaxeHHs BKasye Ha pak, pagionoru
Ta OHKOMOTrM MOBUHHI BU3HAYMTW, YU € LE YpaXKeHHs
NMEPBMHHOID MyXJIMHOK TOMOBHOMO MO3KY, TaKOK SK rrio-
Onactoma, 4M MeTacTasamMn 3 HeroKamni3oBaHOro Micus
B iHwWoMy Micui Tina. MpunbnusHo 80% Bunagkie mera-
CTasiB y MO30K [iarHOCTYlOTb Y MNauieHTiB, sKi BXe
MalTb BigOME MEepBMHHE BOTHULLE paKy, WO nonerwye
OoundpepeHuianbHy AiarHocTuky. Y BuUNagkax CUHXPOHHOIO

fied as metastases of poorly differentiated adenocar-
cinoma, the primary cancer was not detected despite the
thorough examination of the patient. Secondly, the neo-
plastic space-occupying lesion of the right parietal lobe
of the brain was solid and had an extensive area of vaso-
genic edema, and was regarded as a glioblastoma
(9440/3; G-IV) in neurosurgical removal with the patho-
histological conclusion. Repeated MRI of the brain detec-
ted new loci with postcontrast enhancement and vaso-
genic edema which were regarded as metastatic lesions.
The course of the disease was constantly progressing
despite all the kinds of therapy.

In the second case, the disease made its debut
with clinical symptoms of intracerebral neoplasm in the
form of cerebral symptoms and focal epileptic seizures
with a sensory basis. In both cases, metastasis of poorly
differentiated squamous cell carcinoma was proven in
the pathohistological examination. But in the second case,
the repeated MRI (without taking into account the
medical history data) showed a space-occupying lesion
of the temporal lobe which was regarded as the lesion
of the glial layer.

One of the main symptoms of metastases to the
brain is headache. It is also reported that in many patients
symptoms are very similar to ones that are observed
in primary brain tumors. In particular, estimates show
that 50% of the patients with brain metastases have motor
or speech deficit, and 10-15 % have cramps. But in about
10% of the patients with brain metastases, the course
is symptomless and the advancement of the disease is
determined by the means of standard visualization [11].

The predominant method of detecting brain lesions,
regardless of the fact whether they are primary brain
cancer such as glioblastoma or metastatic lesion that
originate from primary localizations, is MRI with contrast.
Despite the accuracy of MRI, CT is often used when MRI
is inaccessible or not relevant in a certain case. Further-
more, the accessibility, effectiveness, and economic
efficiency of CT images make it a method of choice for
detecting brain lesions. But MRI has an advantage in
creating multiplanar images with higher contrast. Images
received by the means of T2-weighted MRI are more
sensitive to smaller lesions. Despite the high sensitivity
of MRI, some patients with brain lesion receive a false-
positive diagnosis of metastatic or primary cancer based
exclusively on MRI. Gliomas with a high degree of malig-
nancy and solitary metastases to the brain have a similar
appearance on the neuro-images which often leads to
diagnostical mistakes. The presence of lesions on MRI
or CT does not always give the possibility to establish
a certain diagnosis. Even after examining several images,
diagnosis depends on a lot of other factors. If the lesion
indicates cancer, radiologists and oncologists must
determine whether this lesion is a primary brain tumor,
such as glioblastoma, or whether it is metastasis from
an unlocalized place in another part of the body.
About 80% of brain metastases cases are diagnosed
in patients which have a known primary site of cancer
which makes differential diagnostics easier. In cases of
simultaneous manifestation in patients, primary cancer
is diagnosed approximately at the same time as meta-
stases in the brain are detected. But before the primary
site is found, it can be very unclear if the brain lesion
is metastatic or not [12]. Besides, in 15% of patients with
diagnosed metastases to the brain, the primary site of
cancer remains unknown despite careful examination.
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nposBy Yy MauieHTiB [iarHOCTyl0Tb MEPBUHHUA  pak
NpubnmM3HO B TON CaMUi Yac, KOnMu BUSABMSIOTL MeTacTasn
B ronoBHOMYy MO3Ky. Ane pgo Toro, sk Oyae 3HamgeHo
nepBuMHHE Micue, Moxe OyTu [Oyxe Hesposymino, uu
€ YPaKeHHS rofloBHOr0 MO3Ky MeTacTaTU4HUMK Yn Hi [12].
Kpim Toro, y 15% nauieHTiB 3 giarHOCTOBaHUMU MeTacTta-
3aMM B MO30K MEpPBUHHE MicCLe paKy 3anuvliaeTbes
HEeBIJOMMM, He3BaXaluu Ha peTenbHe [OCHiMKEHHS.
[ns andepeHuiauii nepBUHHKX rMioM i MeTacTasiB Yy MO30K
BMKOPUCTOBYIOTLCA Taki MeToaum, sk nepdysinHa MPT [13].

[Mo3UTPOHHO-eMiICiHa ToMorpadist € XOpOLUMM HCTPY-
MEHTOM [A5fsi BWSIBMEHHA HEBIAOMOrO MEPBMHHOIO paky
npy nigospi Ha meTtactasnM B MO30K. [lporpec y pagio-
norivHin Bisyanisauii, Bknoyatoum MPT, 3HayHO nonerwms
AundpepeHuianbHy AiarHOCTUKY MiX pakoBMMU Ta HepakoB-
UMU ypaxkeHHAMW. [lepll HX NOCTaBUTU AiarHo3 paky,
pagionory wWykawTb Kiflbka 0cobnmuBOCTEN, XapakTepHUX
aona  ypaxeHb. OpHak 30BHILWHIA BUMMSA NEPBUHHUX
MyXIMH TONMOBHOTO MO3KY Ta MeTacTasiB rofloBHOIMO MO3KY
4acTO [OCUTb CXOXMM, WO YCKNaOHKE iX PO3Pi3HEHHS,
0Cco6MMBO SIKWO po3rMnsgaty nuwe ogHe 300paKeHHS.
Ha MPT-3pizax meTacTtaTtuyHi ypakeHHs 4acTo BUMSA-
JaloTb SK HEBemnuKi, 4YiTKO OKpecCneHi YpaxXeHHs, Lo
MOCWUMIOKTL  Kinble, OTo4YeHi HabpsakoM. BoHu Takox
MOXYTb BUSIBNATW LEHTPanbHWUIN HEKPo3 abo KpOBOBWIMB,
abo Te 1 iHwWe. [MioMM TakoX MakTb UEHTpanbHUN
HEKpO3, OTOYEHWN KiNbLEM KOHTPACTHOTO MOCUIEHHS;
BOHW TaKoX 3a3BuMyal CynpOBOAXYKTbCA HaOpsaKoM,
wo mae macosuin edpekt [14]. JocnigkeHHA nokasyoTb,
O YPaXEeHHS, CrpWYMHEHi MeTacTasamu Ta rrioMamu,
MaloTb OAHAKOBY 4acTOTy FiMOIHTEHCUBHMX MeX Ha MPT,
3BaXeHWX Ha T2, i o4HAKOBY YacCTOTYy reTepOreHHUX LEHT-
piB abo ueHTpanbHOro Hekposy [15]. IHwWMM dhakTopom,
AKWA  MOXe ICTOTHO BMIWHYTM Ha AudepeHuiansHy
[iarHoCTMKy ypaXeHb TOMIOBHOMO MO3Ky, € JloKanisauis
Ta KinbKicTb ypaeHb. [NpnbnusHo y 20-40% xBopux Ha
paKk poO3BMBaTMMYTbCS MHOXWHHI MeTactasn B MO3OK,
nopieHaHO 3 30—40% nauieHTiB, Yy AKMX PO3BMBATUMETLCSH
OAMH MeTacTas y MO30K. BusBneHo, o conitapHi ypa-
)KEHHSI TONMOBHOIO MO3KYy € MeTacTaTudHUMKU nuwe y
15% nauieHTiB 3 HEBIZOMOIO NMEPBUHHOK FOKarisauieto.
MopiBHAHHA 306paxeHHs ypaKeHb MO3KY BUSIBIMSE 3HAYHY
Pi3HULIKD MK MOLUMPEHICTIO MHOXUHHUX YypaXeHb npwu
meTacTa3ax [ronoBHOrO MO3Ky (55%) i riomn (23%).
Kpim TOro, nmpu rniomi HenokanizoBaHi MynbTUOKanbHI
ypaXeHHs1 3ycTpiyalTbCA pigko. YacTo BpaxoByeETbCS
KoediuieHT Aaudysii BOOM HABKOMO MicUa MyXIMHM.
[MoBigoMnseTbCa NPO CYTTEBI BIAMIHHOCTI 3HA4YeHb YAB-
HOro KoediuieHTa Audysii B AINAHUI rinepiHTEHCUBHOCTI
(BigHOBNEHHS iHBepCii, ocnabneHoi piaMHON), WO OTo4ye
YPaXKeHHs i NOCUMIOKTL KinbLe, CMPUYNHEHI MeTacTazamu
B FOMTOBHWIA MO30K i rmioMaMu. 3 UuX MPUYMH MHOXWHHI
YPaXeHHs1 TONOBHOrO MO3Ky HabaraTo 6inbl nigo3pini
WOAO MeTacTasiB Y MO30K, HiK OAWHWYHI  YpaXKeHHS.
OpHak, wo6 noctaBuMTU pJiarHo3, HeobxigHO peTenbHO
npoaHaniayBatM pPEHTreHomnoriYHi  gaHi Ta CUMNTOMM.
B igeani gokasw natonorii cnig otpuMaTtu 3a 4OMOMOro
Gioncii ans niaTBepmxeHHs giarHosy [16, 17].

CvMnNTOMM Ta MpOsiIBU MeTacTasiB y rofloBHOMY MO3KYy
Ta rmiobnactomMmn MOXyTb OyTM [OOCUTb CXOXUMW, ane
NporHo3 Ansi nauieHta moxe OyTu 30BCiM iHWMM. Buxu-
BaHHS MauieHTiB 3 MeTacTazamMy B MO30K 4acTO 3anexuTb
BiL NEepBWHHOI noOKanisauii, ane 3a3BW4yan CTaHOBWUTb
6nm3bko 12 TwxHIB. OnNTMManbHi Cxemu NiKyBaHHA MNpu
rmiobnactomi i Mpy MeTacTa3ax roroBHOIO MO3KY CUITbHO
BiOpi3HAOTbCA. Xopowwui nporHo3 B 060x rpynax naui-
EHTIB 3aneXxuTb BiJ HaNeXHOro mniKyBaHHS 3axBOpIo-

For the differentiation of primary gliomas and brain meta-
stases such methods as perfusion MRI are used [13].

Positron-emission tomography is a great tool for the
detection of cancer of unknown primary at suspicion on
brain metastases. The progress in radiologic imaging,
including MRI, made differential diagnostics between
cancer and non-cancer lesions significantly easier. Before
establishing the diagnosis of cancer, radiologists search
for several features, peculiar to lesions. But the appea-
rance of the primary brain tumors and brain metastases
is often quite similar, therefore it makes it more difficult
to distinguish them, especially when looking only at
one image. On the MRI cross-sections metastatic lesions
often look like small, well-circumscribed lesions with
enhanced contours that are surrounded by swelling.
They can also detect central necrosis or bleeding, or both.
Gliomas also have central necrosis surrounded by the
ring of contrast enhancement; they are also usually
accompanied with swelling which has a mass effect [14].
Studies show that lesions caused by metastases and
gliomas have the same frequency of hypointense borders
on T2-weighted MRI and the same frequency of hetero-
geneous centers or central necrosis [15]. Another factor
that can have a significant impact on differential diagnos-
tics of brain lesions is the localization and number of
lesions. In approximately 20-40% of cancer patients,
multiple metastases to the brain develop, compared
to 30-40% of the patients who develop one metastasis
to the brain. It has been found that solitary brain lesions
are metastatic only in 15% of the patients with localization
of unknown primary. Comparison of brain lesion images
allows significant difference between the advancement
of multiple lesions in the brain metastases (55%) and
glioma (23%) to be determined. Moreover, unlocalized
multifocal lesions are rare in glioma. The water diffusion
coefficient around the tumor location is often taken into
account. Significant differences between the values of the
imaginary diffusion coefficient in the area of hyperintensity
(recovery of inversion impaired by fluid) are reported.
This area surrounds the lesion and enhances the
ring caused by brain metastases and gliomas. For these
reasons, multiple brain lesions are much more suspicious
for brain metastases than solitary lesions. But, to estab-
lish a diagnosis, it is necessary to carefully analyze
radiographic data and symptoms. Ideally, pathological
evidence should be obtained by the means of a biopsy
to confirm the diagnosis [16, 17].

Symptoms and manifestations of brain metastases
and glioblastoma can be quite similar, but the prognosis
for a patient can be completely different. Survival of
patients with brain metastases often depends on
primary localization, but it is usually about 12 weeks.
Optimal treatment regimens for glioblastoma and brain
metastases differ significantly. A favorable prognosis in
both groups of patients depends on the proper treatment
of the disease. If the diagnosis is erroneous, neither group
of the patients will receive the required treatment for
improvement of survival and life quality. Furthermore,
they can suffer from unnecessary side effects caused
by non-optimal treatment. Taking into account the similarity
of the symptoms and appearance of cancer brain lesions,
diagnoses can be easily swapped. Therefore, it is vitally
important to be careful when diagnosing brain lesions.
A lot of factors should be taken into account: visuali-
zation, symptoms, number, and character of the lesions,
and also the medical history of the patient. If possible,
pathological evidence should be obtained.
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BaHHA. AKLO AiarHo3 NOMUIKOBUI, XXOAHAa rpyna nauieHTis
He oOTpumae HeoOxigHOI JormomorM Ans  MOKpalleHHS
BWXMBAHHA Ta SKOCTi »UTTH. KpiM TOro, BOHUW MOXYTb
cTpaxpatu Big HenoTpiOHMX nobiyHMX edekTiB, cnpu-
YMHEHVX HEeoNTMManbHUM  MiKyBaHHAM. BpaxoByoum
CXOXICTb CUMMTOMIB i 30BHILLHIN BUINSAL PaKOBUX YpaXKeHb
FONOBHOrO MO3KY, AiarHo3u merko MOMIHSATU  MicUsMMU.
TomMy BKpal BaXMBO MPOSABMATU 0BOEpexHicTb npu
[iarHoCTyBaHHI  PaKOBMX YypaXKeHb [OfIOBHOTO  MO3KY.
Cnig 6patm po yearm 6Garato cakTopiB, BKIHOYAK4U
Bidyanisauito, CUMNTOMM, KifbKICTb i XapakTep ypaKeHb,
a TakoX icTopito nauieHTa. 3a MOXMMBOCTI Cnig oTpuMaTu
naTornorivyHi JoKasu.

Pak HeBigoOMOi nNepBMHHOI fokanisauii cTaHOBUTb
3-5% ycix pakoBux 3axBoptoBaHb, ANSA SKUX afekBaTHe
OOCNAXEHHA He  iAeHTUMIKYE NEpBUHHY  MyXINHY.
KoHkpeTHa nigrpyna meTacTtasiB y rorioBHWMA MO3OK Npwu
HeBIJOMOMY MEPBUHHOMY Paky € KNiHiYHOK npobnemoto,
fka He Mae CTaHAapTM30BaHWX [AiarHOCTUYHUMX i Tepa-
neBTUYHWUX BapiaHTiB. BiH AiarHoCcTyeTbCcs nepeBaxHO
Yy NauieHTiB YOMoBIYOI CTaTi Ha LWOCTOMY AECATUNITTI 3i
ckapramy Ha rofloBHUI Binb, HEBPOMNOriYHY ANCKYHKLO,
KOTHITMBHI Ta MOBEAiHKOBI po3naguM Ta  eninenTuyHi
Hanagn [18]. TepaneBTu4HMK nMigxia [0 nNauieHTiB i3
BM-CUP 6a3syeTbcs Ha MiCLEBOMY KOHTpOMi Ta CUCTEM-
HOMy nikyBaHHi. XipypriyHe BTpy4YaHHs abo cTepeo-
TakcMyHa pagioxipypria  Ta/abo npomMmeHeBa Tepanis
BCbOTO MO3KY € HapikXHWM KameHeM nigxopy Ao niky-
BaHHA BM-CUP. CuctemHa Tepania 3anuwiaetbcs
BaXX/IMBOIO, OCKifIbKM paK HEBIAOMOI MNEepPBUMHHOI hopMMU
€ KOHLENTyarnbHoO MeTacTaTu4HMMKM nyxnuHamu. Mepesarn
ximioTepanii Gynu HeBTIlWHUMKW, ToAi SIK MepeBarn Tap-
reTHoi Ta iMyHHOT Tepanii Wwe HanexuTb ouiHnTK [19].

BUCHOBKHU

MoskoBi meTacTasuM HeBIJOMOro MNEPBUHHOMO  paky,
TaKoX i Ak audpepeHuiansHa AiarHocTuKa NEPBUHHKX NiOM
rONOBHOrO MO3KY i CONiTapHMX MeTacTasiB, 3anualTbes
CKMagHoK [iarHOCTUYHOK | TepaneBTUYHOK MeLUYHOK
npobnemoto, sika € BUKMMKOM SIK ANs OHKOMOriB, TakK i
Ans Hemnpoxipyprie i HeBponoris. HeobxigHe noganbiue
BMBYEHHS Uiei npobnemn ans edekTMBHOro niKyBaHHS
Takux navieHTiB.
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Cancer of unknown primary localization makes up
3-5% of all cancer diseases in which the primary tumor
is not identified during adequate examination. A certain
subgroup of brain metastases in the cancer of unknown
primary is a clinical problem that does not have any
standardized diagnostic and therapeutic variants.
It is diagnosed mostly in male patients in their 50s
with headache, neurological dysfunction, cognitive, and

behavioral impairments, and epileptic seizures [18].
The therapeutic approach to patients with BM-CUP is
based on local control and systemic therapy. Surgical
intervention or stereotactic radiosurgery or/and radiation
therapy of the brain are the cornerstone of the approach
to BM-CUP treatment. Systemic therapy remains
important because the cancer of unknown primary form
is conceptually a metastatic tumor. The benefits of
chemotherapy have been unsatisfactory, whereas the
benefits of target and immune therapy are yet to
be assessed [19].

CONCLUSIONS

Both brain metastases of the cancer of unknown
primary and differential diagnostics of primary brain
gliomas and solitary metastases remain a difficult diag-
nostic and therapeutic medical problem which is a chal-
lenge for oncologists, neurosurgeons, and neurologists.
Further study of this problem is necessary for the effective
treatment of such patients.
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MepcnekTMBU NOAAABLUMX AOCAIAXEHD

B nopanbwomy HeobxigHO ymockoHanwoBaTu AudepeHLianbHy
piarHocTnky MM HeBiOMOro nepBMHHOIO paky Ta MepBUHHUX
rNiOM TrOMOBHOMO MO3KY i3 3afyyeHHsM cneuianbHuUX MeToaiB
Hewiposisyani3auil, 5k To nepdysinHa MPT Ta no3suTpoHHO-eMiciHa
Tomorpadis, a Takox natorictonoriyHoro Ta IMX aHaniay.

KoHdbAiIKT iHTepecis

ABTOpPWU 3asABNAIOTb MPO  BIACYTHICTL KOHMNIKTY iHTepeciB Ta
BRnacHoi (hiHaHCOBOT 3aLjikaBNeHOCTi B NiAroTyBaHHI AaHOi cTaTTi.
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Prospects for further research

In the future, it is necessary to improve differential diagnostics
of BM of the cancer of unknown primary and primary gliomas
of the brain involving special methods of neuroimaging, such as
perfusion MRI and positron-emission tomography, and also
pathohistological and immunohistochemical analyses.
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