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Hasmume WwnpoKoro CnekTpa COBPeMEHHbIX AUArHOCTUYECKMX METOZLOB MPY NMOUCKe NMEPBUYHOTO OYara y NaLMeHToB ¢ MeTacTasamu HeM3BeCTHOM 1o-
KasM3aLmMmn NPUBOAMT K CIOMKHOCTU B YCTAHOBJEHWUM ONTUMAIbHOWM NOCNEA0BATENBHOCTM MX NPUMEHEHUA. ITO 3a4acTyto BNEYET 33 COOOI 3a4epKKy
Hayana feyeHus. B npeactaBneHHoON 0630pHOM CTaTbe CUCTEMATHU3MPOBAHbI COBPEMEHHbIE MOAXOAbI K MAEHTUOMKALLMM NMEPBUYHOTO 04ara Onyxosm
1 cHOpPMYNIMPOBaHbI NPAKTUYECKME PEKOMEHAALMMN Ha OCHOBE aHaM3a aKTya ibHbIX HAay4YHbIX AaHHbIX. [ToMCK npoBoauca B 6asax AaHHbIX EMBASE,
MEDLINE, PubMed u CINAHL ¢ 2009 no 2023 rT. ¢ UCMO/b30BaHMEM K/IHOUEBbIX C/I0B: NIOCKOKIETOUHbIN paK, NepBUYHbIN OYar, MeTacTasbl B IMMdO-
y3/1bl LWeW, TPAHCOpanbHan XMpyprus, akcnpeccua pl6. B xoge npeaBapuTenbHOrO aHaansa MMetoLenca MTepaTypbl ObiM UCKKOYEHbI PaboTbl, He
3aTpar1BaloLLMe akTyaibHble acnekTbl uccnefoBaHuna. K yyactuio B uccneoBaHum LOMNYCKAAWUCh BCe NEPBUYHBIE CTAaTbM, NOCBALLEHHbIE ANArHOCTUKE
1 IeYEHMIO NALMEHTOB C METAcTa3aMM HEM3BECTHOTO MPOUCXOKAEHUA.

KntoueBble CNOBa: M1710CKOKAeMOoYHbIl pak, nepeuyHbili 04ae, Memacmassl 8 AUMEOY3sbl Weu, MPAHCOPAAbHAA XUupypaus, IKcnpeccus pl6.
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The availability of a wide range of modern diagnostic methods for identifying primary tumors in patients with metastases of unknown origin creates
challenges in determining the optimal sequence for their use. This issue can often result in delays in the initiation of treatment. This review article
aims to organize contemporary approaches for identifying the primary tumor and provides practical recommendations based on an analysis of current
scientific data. The search was conducted in the EMBASE, MEDLINE, PubMed, and CINAHL databases from 2009 to 2023, using keywords such as
squamous cell carcinoma, primary focus, metastases to the neck lymph nodes, transoral surgery, and p16 expression. During the preliminary analysis
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Keywords: Squamous cell carcinoma, primary lesion, metastases to the lymph nodes of the neck, transoral surgery, p16 expression.

For citation: Sokolova MI, Pavlova VI. Metastaticheskiy ploskokletochnyy rak golovy i shei bez vyyavlennogo pervichnogo ochaga: diagnostika i lechenie
[Metastatic head and neck cancer with unknown primary: Diagnosis and treatment]. Vestnik Avitsenny [Avicenna Bulletin]. 2025;27(1):136-42. https://doi.
0rg/10.25005/2074-0581-2025-27-1-136-142

HecmoTpa Ha pasBUTME COBPEMEHHbIX METOAOB [AMAarHOCTW-
KM, METacTaTMYeCKuii pak B IMmdaTnyeckune y3sbl 6e3 BbIABNEHHOTO
oyvara npoAosKaeT 3aHUMATb 8 MeCTO B CTPYKType 3ab0s1eBaeMoCTu
OHKONOTMYEeCcKMM 3aboneBaHMAMM. COrNacHO CTaTUCTUYECKUM AaH-
HbIM, B MUpe CTaH4APTU3MPOBaHHAA 3ab01eBaeMoCTb 3TOM NaToso-
rven coctaensaet ot 4 o 19 cnyyaes Ha 100000 yenosek B rog [1].
Ha ponto 60/1bHbIX C MeTacTa3aMM 3/10Ka4eCTBEHHbIX onyxosei 6es
BblSIB/IEHHOrO NepBuYHOro ovara (BMO), no gaHHbIM Pa3NUYHbIX aB-
TopoB, npuxoamTtes ot 0,5 f0 15 % 6onbHbIX (8- MecTo B CTPyKType
OHKo/lOrM4eckol 3abonesaemoctu) [2-5].
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Despite the advancement of modern diagnostic methods,
metastatic cancer in the lymph nodes without an identified pri-
mary site continues to rank eighth for cancer incidence. Statistics
show that the standardized incidence of this pathology world-
wide ranges from 4 to 19 cases per 100,000 people annually [1].
According to various studies, patients with metastases without a
KPO account for 0.5% to 15% of cases and also ranked eighth for
cancer incidence [2-5].

There is no consensus on the optimal sequence for con-
ducting diagnostic tests. Screening for patients with metastatic
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Ha cerogHAWHMI AeHb OTCYTCTBYET KOHCEHCYC OTHOCUTENbHO
HaunyJlen nocnefoBaTeNbHOCTU MPOBEAEHUA [AMArHOCTUYECKMX
nccnenosaHni. JMarHoCTUYECKMi CKPUHUHT NaLMEHTOB C MeTacTaTu-
YECKMM NOPaXKeHNEM, He UMEIOLLIMX NPeABapUTENbHOTO OHKONOTYe-
CKOTO MarHo3a, Kak NpaBuIo, HaYMHAETCA ¢ AeTaNbHOro cbopa aHa-
MHE3a U NPOBEAEHNA KOMM/IEKCHOTO K/IMHWYecKoro obcnenosaHus
C “cnonb3oBaHMem HazodapuHronapuHrockonuu. [ns noarsepKae-
HWA AMarHo3a NPUMEHAIOTCA Pa3NINYHble COBPEMEHHbIE MeTOAbI BU-
3yanu3aumm, BKAKOYAS MarHUTHO-pe3oHaHCcHy Tomorpaduto (MPT),
KomnbloTepHyto Tomorpadmio (KT) 1 NO3UTPOHHO-IMUCCUOHHYIO TO-
morpaduio ¢ 18-$pTopae30KCHIIIOKO30i/KOMMbIOTEPHOM TOMOrpadu-
et (®Ar-N3T/KT).

Buoncua ocTaérca «30M10TbIM» CTaHAAPTOM B AMArHOCTUKE U
NMOCTaHOBKe OKOHYaTeNbHOro AMarHo3a y nauueHToB ¢ MeTacTasamu
6e3 BMO. CoobLyaercs, YTO TOYHOCTb MMCTONOMMYECKU BEPUPULMPO-
BaHHbIX MeTacTa3os focTuraet 96% npotne 93% nNpu TOHKOUTONbHOM
acnupaumoHHol buoncuu (TAB), cneundunyHocTb — 99% npoTus 96%
1 OTpULATeNbHAA MPOrHOCTMYECKan LeHHOCTb — 95% npotus 90% [2].
B apyroit paboTe TakKe NOATBEPKAEHA TOUHOCTb, YYBCTBUTENBHOCTD
1 cneumduyHoCTb TpenaH-buoncum nog KoHTponem Y3 no 94%, 92%
1 100% cooTBeTCTBEHHO [3].

Mo AaHHbIM COBPEMEHHbIX MCCAef0BaHUIA OTMeYaeTca pocT
paKa POTOMNOTKM, acCOLMMPOBAHHOMO C BUPYCOM ManuaaOMbl Yeno-
BekKa (BIMY), a, cnemosatenbHo, 1 BMY-No3nUTUBHbIX METACTa30B HEU3-
BECTHOW NepBUYHOI NOKaNM3aLMK, NOITOMY 0BHAPYKEHUE TMNepPIKC-
npeccun 6enka pl6 Bcé yalle cnocobCTBYeT UAEHTUDMKALMM CKPBITO
NPOTEKAOLLEN KaPLIMHOMbI POTOINIOTKM (KOPHA A3bIKA, HEOHON MUH-
ZJanutbl) [4]. Benok-cynpeccop pl6 4acTo cBEpX3KCNpeccupyeTca npu
BMY-n03UTUBHBIX OMYXONAX, A «...0LEeHKa P16 ¢ NTOMOLLbIO UMMYHOTU-
cToxmmmu (MMX) MOXKET UCToIb30BaThCA Kak B Ka4eCTBe CypporaTHoro
Mapképa BMY-nonoxutenbHoM nepBuyHOI onyxonn PoToroTKM, TaK
1 NPYU METACTAa3MPOBAHWUK IMMbATUYECKMX y3108» [5].

Y naumeHToB ¢ MeTactasamu 6e3 BIMO cBepxakcnpeccus plé
BblABAANACk 6onee yem B 30%, HO KaHLeporeHes, acCoLMMPOBAHHbIN
¢ BMNY, 6bin1 noateepxaéH obHapykeHnem OHK Tonbko B 17,5% BCex
cnyyaes. B cuctematmyeckux 063opax YacToTa accoupaLmm MeTacTta-
308 6e3 BIO ¢ BMY oueHuBaetca B 40-60%. He meHee BaXKHbIM npo-
THOCTUYECKMM MapKEPOM MpW MEeTacTasnpoBaHUM B IMMOY3AbI Lien
6e3 BIMO aBnsetca Bupyc dnwreliHa-bapp (BIB) [5].

B 2017 roay y4éHbIMM NpOBEAEHO MUCCNefoBaHWe NO BbiABAe-
Huto BB, BMY v 6enka pl6 B obpasuax, NosyYeHHbIX Npu NyHKLM-
OHHOW 6MoNCKUM MeTacTaTUYeCcKN NOPANKEHHbIX NMMPOY3NOB Len y
nauveHTos 6e3 nepsuYHOW onyxonu. Ans aHanusa UCnoNb3oBaNUCh
METOAbI NoAMMepa3sHoii LenHoi peakumu (MLUP) ana BMY, UMX — ann
p16 v rnbpuamsauum in situ — ans BI6. YyBCTBUTENBHOCTD, Cneumdpuy-
HOCTb M TOYHOCTb AnarHocTukm BMY coctasmam 71,4%, 100% n 85,2%
COO0TBETCTBEHHO. [1a pl6 3TM nokasatenun pasHanuco 85,7%, 80,8%
1 83,3% cooteTcTBEHHO. COBMECTHOE MPUMEHEHME Pa3/INYHbIX Au-
arHOCTMYECKMX TECTOB NO3BO/IMNO MOBbICUTL TOYHOCTb ONpeaeneHns
JIOKaNN3aLMM NepeBuYHOro ovara 3abonesaHus. YyBCTBUTENBHOCTb
06HapyeHua BMY u benka pl6 ysennunnaco ¢ 71,4% v 85,7% no
75,0% n 89,3% COOTBETCTBEHHO MPU UCMONb30BAHUM BUPTYaNbHOM
3HA0CKONMU U ao 78,6% 1 92,9% npu NPUMEHEHUW NO3UTPOHHO-3-
MMCCMOHHO TomMorpaduu ¢ KomnbtoTepHolt Tomorpadueit (MIT-KT).
YyBCTBUTENBHOCTL OOHapyKeHua 6enka plé Takke Bo3pocia Ao
96,4% npu KOMBUHALMK BUPTYyanbHOM aHZockonum 1 MIT-KT. Crego-
BaTe/IbHO, NPeA/IoKeHHbIE KOMOUHMPOBAHHbIE METOABI AUArHOCTUKM
aBnATCcA 6onee 3GGEKTUBHBIMM A1 IOKANU3ALUM NEPBUYHBIX ONY-
xonen [6].

HecomHeHHo, M3T-KT ABnsetca BbICOKOMHPOPMATMBHBIM CO-
BPEMEHHbIM METOAOM [MArHOCTUKM W OnpegeneHusa pacnpocTtpa-

disease who lack a prior cancer diagnosis typically begins with a
thorough medical history and a comprehensive clinical examina-
tion, including nasopharyngolaryngoscopy. Several modern im-
aging techniques are employed to confirm the diagnosis, such as
magnetic resonance imaging (MRI), computed tomography (CT),
and 18F-fluorodeoxyglucose positron emission tomography-com-
puted tomography (18F-FDG PET-CT).

Biopsy remains the gold standard for diagnostics and estab-
lishing a definitive diagnosis in patients with metastases without
a KPO. Reports indicate that the accuracy of histologically veri-
fied metastases reaches 96%, compared to 93% for fine-needle
aspiration biopsy (FNAB). Specificity is 99% versus 96%, and the
negative predictive value is 95% compared to 90% [2]. Another
study confirmed the accuracy, sensitivity, and specificity of ultra-
sound-guided core biopsy to be up to 94%, 92%, and 100%, re-
spectively [3].

Recent research indicates a rise in oropharyngeal cancer as-
sociated with the human papillomavirus (HPV) and, consequent-
ly, HPV-positive metastases without a KPO. Therefore, detecting
p16 overexpression increasingly aids in identifying latent carci-
noma of the oropharynx (root of the tongue, palatine tonsil) [4].
The p16 tumor suppressor protein is frequently overexpressed in
tumors associated with HPV. According to a study by Maghami et
al (2020), assessing p16 through immunohistochemistry (IHC) can
serve as a reliable surrogate marker for identifying HPV-positive
primary oropharyngeal tumors, as well as lymph node metasta-
ses [5].

In patients with metastases without a KPO, overexpression
of p16 was found in more than 30% of cases. However, HPV-as-
sociated carcinogenesis was confirmed by DNA detection in only
17.5% of all instances. Systematic reviews estimate the frequen-
cy of association of metastases without HPV with HPV to be be-
tween 40% and 60%. An equally significant prognostic marker
for metastasis to the neck lymph nodes without HPV is the Ep-
stein-Barr virus (EBV) [5].

In 2017, researchers conducted a study to detect EBV, HPV,
and the p16 protein in samples obtained through needle biopsy
of metastatic lymph nodes in the neck of patients without a KPO.
The analysis used polymerase chain reaction (PCR) for HPV, IHC
for p16, and in situ hybridization for EBV. The sensitivity, speci-
ficity, and accuracy of HPV diagnostics were 71.4%, 100%, and
85.2%, respectively. For p1l6 protein, these values were 85.7%,
80.8%, and 83.3%, respectively. Combining various diagnostic
tests improved the accuracy of determining the location of the
primary lesion. The sensitivity of HPV and p16 protein detection
increased from 71.4% and 85.7% to 75.0% and 89.3%, respec-
tively, when using virtual endoscopy and 78.6% and 92.9% when
employing positron emission tomography with computed tomog-
raphy (PET-CT). The sensitivity of p16 protein detection also rose
to 96.4% when combining virtual endoscopy and PET-CT. Hence,
the proposed combined diagnostic methods are more effective
for localizing primary tumors [6].

Undoubtedly, PET-CT is a highly informative modern diag-
nostic method for assessing the prevalence of metastatic lesions.
Studies indicate that PET-CT can detect 25% of hidden lesions in
the head and neck area [7]. Even though the diagnostic value of
PET-CT decreases for tumors smaller than 10 mm and can yield
both false-positive and false-negative results, its sensitivity rang-
es from 27% to 91.5%, and specificity ranges from 70.4% to 87%.
The likelihood of detecting the primary tumor using PET-CT varies
between 17% and 55.2% [8].
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HEHHOCTM MeTacTaTUyecKoro nopaxeHus. CornacHo uccneaoBaHu-
Am, N3T-KT no3sonmna o6Hapyutb 25% CKpbITbIX 04aroB B 061acTu
ronosbl 1 Wem [7]. HecMoTpsa Ha To, YTO AMArHOCTUYECKan LLEHHOCTb
M3T-KT cHuKaeTca npu pasmepax onyxoneBbix 06pa3oBaHMil MeHee
10 MM, M MeTof, MOXKET AaBaTb KaK JIOXKHOMONOKUTENbHbIE, TaK U
JIOHOOTPULATE/IbHbIE PEe3YNbTaThbl, €0 YyBCTBUTENIbHOCTb BapbUpy-
eT ot 27% po 91,5%, a cneunduyHocts — ot 70,4% no 87%. YactoTa
BbIABNEHMA NEPBUYHOI onyxonun npu nomowym MIT-KT cocTasnser ot
17% no 55,2% [8].

Mo HEeKOTOPbIM AaHHBIM, Ha HEOHbIE MUHAANMHBI NMPUXOANTCA
BbICOKMI1 YPOBEHb JIOXKHOMONOKUTENbHbIX Pe3ynbTaToB (39,3%), B TO
BPEMA KaK CaMbli1 BbICOKMI YPOBEHb NOXHOOTPULLATENBHbIX Pe3y/b-
TaToB — B OCHOBaHWM fi3blKa (4yBCTBUTENBHOCTL, 79,3%) [9]. B TO Ke
BPEMA, OTMEYeH BbICOKMI YPOBEHb BbIABNEHWA NEPBUYHOM ONYXONU
no gaHHbim MIT-KT (36,8% npoTue 15,4%; p=0,033) [10].

Bbin npoBesi€H aHanu3 3EKTUBHOCTU PA3NYHBIX METOZOB
[MArHOCTUKM 419 BbIABNEHWA NEPBUYHbIX onyxoneit y 183 naumeHToB
C MeTacTaTMyYecKMm nopaxkeHnem nMmeoysnos Lwewn. Yactota ycneww-
HOW MAaeHTUOMKALMM NepBUYHON onyxonu coctasuna 9,6% (14 w3
146 naumenTos) npu KT wewn, 0% (0 u3 13 naumneHTos) npu MPT wewn,
14,6% (6 u3 41 naumenta) npu ®Ar-N3T n 44,2% (23 13 52 naumeHToB)
npu M3T-KT (p=0,01). YactoTa NOMKHOOTPULATENLHBIX PE3Y/LTaTOB
npu KT coctasuna 34,9% (51 3 146 nauueHTos), npu MPT —38,4% (5
u3 13 naumeHnTos), npu NIT-KT — 15,3% (8 13 52 naupeHToB). ABTOPbI
NPULLAM K BbIBOZY, YTO HAWUNYYLUMI Pe3ynbTaT B BbIABNEHUM NEPBUY-
HoOW onyxonu 6bin JocTUrHyT npw MIT-KT, naHaHAOCKONMUM C Hanpas-
NleHHoW buoncueit 1 ¢ TOH3UANIKTOMMEN UK 6e3 Heé — 59,6% (31 u3
52 naupeHTos) [11].

Mo ApyrMm AaHHbIM, cO06LWanoch o vyscTBuTeNbHOCTU MIT-KT
8 73,1% v oTpuuatenbHOM NPOrHOCTUHECKOM 3HaveHnn B 68,9% cny-
YaeB MNpw BbIABNEHUM CKPbITbIX 06Pa30BaHMi1 061aCTU FON0BbI U LLEY,
npu4ém Hambonee YacTbIMKU NOKAU3ALMAMM NEPBUYHOW OMyXONu
6b11M HEBHbIE MUHARAWHDBI (56%), KopeHb A3biKa (25%), HocornoTKa
(3%), roptaHb (3%) [12].

Faisal M et al otmeTnunun: «KomnbtotepHas Tomorpadus (KT),
MarHuTHO-pe3oHaHcHaa Tomorpadua (MPT) u NIT-KT cmoru Bbis-
BUTb NepsuyHyto onyxonb y 10,1%, 4,8% n 6,5% 13 124 naumeHToB
COOTBETCTBEHHO...» [4].

OnTMManbHOe BefleHWe U edeHne NaLMeHTOB C MeTacTa3amMu B
NMMPOY3/bl LWeN HeU3BECTHOM NePBUYHON N0KaAM3aLIMK A0 CVX NOp
ocTatoTcA cnopHbiMui. B 2021 rogy 66110 NpoBeAEHO MHOTOLEHTPO-
BOEe MccnefoBaHMe nog pykosoactsom Abu-Shama Y, nocsAwéHHoe
M3yYEHUIO B3aMMOCBA3N MEXK Y 06 EMOM LENHOW IMMPOAMCCERLMN
(cenekTnBHan, pagvKanbHas, MOAUPULMPOBAHHAA) U MOKa3aTeNAMM
BbIKMBAEMOCTU Yy MALMEHTOB C MeTacTazamu 6e3 NpU3HakoBs nep-
BMYHOrO ONYXO/IEBOTO NOPAXKEHMUA. B JaHHON paboTe 0TMeUYeHo, 4To
«...No pesynbTatam 34-mecsayHoro HabaoaeHUs, 3-NeTHsAA YacToTa pe-
LMAaMBOB cocTaBuna 12,5%, a 3-n1eTHAN BbIXKMBaeMoCTb 6e3 nporpec-
cMpoBaHus 3aboneBaHua —69,1%. bonee GraronpuATHbIE NOKasaTenu
BbIXXMBaeMoCTu 6e3 NporpeccMpoBaHMA U MeHbLUAA YacToTa peuuau-
BOB B LIENHbIX IMMdOYy3/1ax bblna OTMeYeHa y naumeHTos rpynnbl N1/
N2a. Habntogaemble pasnnuma B pesysbTatax e4eHns He CBA3aHbI C
06bEMOM NPOBEAEHHON LWeHON NMMOAMCCEKLIMM, a CKopee 0by-
cnosnenbl ctaament N...» [13].

Bonpoc 0 Tom, MOXKHO /1M BOObLLE OTKA3aTbcA OT Ny4eBOM Te-
panuu nocne NepBUYHO onepaLMu, ABNAETCA elé OAHUM npeame-
Tom cnopoB. Demiroz C et al oTmeTuAK, uto «...ana ctaguii pN1 nam
pN2a 6e3 npW3HaKoB IKCTPAKANCyNAPHOrO PAacnpOCTPaHEHNA OTKa3
OT NPOBEAEHNA ablOBAHTHOM NIy4eBOM TEPaNMM MOKET bbITb ONpaB-
[laH, ecv rapaHTMPOBaHO TLLAaTeNbHOe AMHAaMKUYecKoe HabnoaeHue
Ha OCHOBEe MCMO/Ib30BAHMA METOZO0B BM3Yyann3aLmm, Tak KaK B cydae
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According to some reports, the palatine tonsils are the com-
monest site of false-positive results (39.3%), while the base of the
tongue is the commonest site of false-negative results (sensitiv-
ity, 79.3%) [9]. Simultaneously, a high primary tumor detection
rate was observed based on PET-CT findings (36.8% compared to
15.4%; p=0.033) [10].

The effectiveness of various diagnostic methods for identify-
ing primary tumors was evaluated in 183 patients with metastatic
lesions of the cervical lymph nodes. The primary tumor identifi-
cation rates were 9.6% (14 of 146 patients) for neck CT, 0% (0 of
13 patients) for neck MRI, 14.6% (6 of 41 patients) for FDG-PET,
and 44.2% (23 of 52 patients) for PET-CT (p=0.01). The frequency
of false-negative results was 34.9% (51 of 146 patients) with CT,
38.4% (5 of 13 patients) with MRI, and 15.3% (8 of 52 patients)
with PET-CT. The authors concluded that the most successful de-
tection of primary tumors was achieved with PET-CT, pan-endos-
copy guided biopsy, with or without tonsillectomy — 59.6% (31 of
52 patients) [11].

Other data reported PET-CT sensitivity at 73.1% and a neg-
ative predictive value of 68.9% in identifying occult lesions in the
head and neck region, with the most common primary tumor
sites being the palatine tonsils (56%), base of the tongue (25%),
nasopharynx (3%), and larynx (3%) [12].

Faisal M et al (2022) reported that CT, MRI, and PET-CT were
able to detect the primary tumor in 10.1%, 4.8%, and 6.5% of 124
patients, respectively [4].

The optimal management and treatment of patients with
cervical lymph node metastases of unknown primary origin re-
main controversial. In 2021, a multicenter study conducted by
Abu-Shama Y et al examined the relationship between the vol-
ume of cervical lymph node dissection (selective, radical, modi-
fied) and survival rates in patients with metastases but without
apparent primary tumor lesions. The study found that, according
to a 34-month follow-up, the 3-year recurrence rate was 12.5%,
while the 3-year progression-free survival rate was 69.1%. Pa-
tients in the N1/N2a group exhibited more favorable progres-
sion-free survival rates and lower recurrence rates in the cervi-
cal lymph nodes. The differences in treatment outcomes were
attributed not to the volume of cervical lymph node dissection
performed but rather to the N stage of the disease [13].

The question of whether radiation therapy can be avoid-
ed entirely following primary surgery is also a matter of debate.
Demiroz C et al (2014) noted that for patients with stages pN1
or pN2a who do not show signs of extracapsular spread, it may
be reasonable to avoid adjuvant radiotherapy, provided that
close imaging-based follow-up is assured. This tactic is adopted
because, should the condition progress, salvage radiotherapy will
still be available as a treatment option [14].

When comparing two treatment options — adjuvant radio-
therapy and chemoradiation — the overall 5-year survival rate for
the entire cohort was 67.7% (95% Cl: 54.2-81.2%). The 5-year dis-
ease-specific survival (DSS) rate was 82.3% (95% Cl: 72.1-92.5%),
and the 5-year progression-free survival (PFS) rate was 72.8%
(95% Cl: 61.8-83.8%). Cox regression analysis indicated that pa-
tients receiving adjuvant radiotherapy had a four-fold higher
risk of death compared to those undergoing chemoradiation
(HR=4.45 (1.40; 14.17), p=0.012) [15].

Some experts consider it acceptable to perform surgical
intervention as independent therapy for isolated cervical lymph
node lesions (N1) in the absence of extracapsular growth and
preliminary biopsy. In cases where extracapsular growth is pres-
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NporpeccMpoBaHuA — CnacuTebHas iy4eBas Tepanua byaer ocTa-
BaTbCA JONO/HUTENbHOM NeyebHoit onumei...» [14].

Mpwv cpaBHeHUM 2 METOAOB NIeYEHUA — afbIOBAHTHOW Jy4eBoit
TEpanuM W XUMWOJTYYEBON Tepanuu — 5-neTHAA obLias BbiKKBae-
MOCTb A1 BCei KoropTbl cocTaBuna 67,7% (95% [AW: 54,2-81,2%),
5-netHAa DSS coctasuna 82,3% (72,1-92,5%), a 5-netHasa PFS — 72,8%
(61,8-83,8%). Perpeccua Kokca nokasana, Yto y NaLMEHTOB, MPOXOAs-
LUMX afblOBAHTHYIO NIyYeBYIO TEPanuio, PUCK CMepTu Bbin B YeTbipe
pa3a Bbille, YeM Y NALMEHTOB, MPOXOAALLMX XMMUOYUYEBYIO TEPANMUIO
(HR=4,45 (1,40; 14,17), p=0,012) [15].

HekoTopble cneunanucTbl CYUTAOT AONYCTUMbIM NPOBeAeHMe
XVMPYPrYeckoro BMeLLaTeNbCTBa B KauyecTBe CaMOCTOATE/IbHOW Te-
panuu nNpy U30AMPOBaHHOM MOPANKEHUM TMMbATUYECKOrO y3na LWen
(N1) B oTCyTCTBME 3KCTpaKamnCyNAPHOTO POCTa M NpesBapuUTeNbHOWM
6uoncuu. B cutyaumsx, Koraa HabntoaaeTcs IKCTPaKancyAapHbIi pocT,
aBTOPbl PEKOMEHAYIOT A0MNONHEHWE onepaLymn nocaeonepaLMoHHON
NnyyeBoit Tepanueit [13].

Kpome Toro, uccnepsoBateniMu npOAEMOHCTPUPOBAHbI  pe-
3yNbTaTbl MHOMOLEHTPOBOrO uccnenosanus Il asbl. BbiasneHo, uto
HMBONYMab 061afaeT NOBbIWEHHOW KAMHUYECKON 3PDEKTUBHOCTBIO
C BbICOKOW 3Kcnpeccueit PD-L1, BbICOKOW MYyTaLUMOHHOM HarpysKkoi
OMNyXO/IM U BbICOKOW MUKPOCATENIUTHON HECTabUAbHOCTbIO. TakUM
o0bpasom, meTactasbl 6e3 BMO ABNAOTCA UMMYHOAKTUBHbIMU, 1 B1O-
MapKEpbl ANA NPOTrHO3MPOBAHMA UMMYHHON 3OGEKTUBHOCTU MOTyT
YKa3bIBaTb Ha NPEMMYLLECTBA MMMYHOTEPaNuM U AajibHelillee NoBbl-
weHue 3GpPeKTUBHOCTM Nederns [16].

Mo HeKOTOPbIM JaHHbIM, NEPBUYHAA ONYXO/b MOXKET ObiTb Bbl-
ABNEHA B KOHTpasaTepanbHON MWHAAZMHE, U MO3TOMY HEeKoTopble
aBTOPbl PEKOMEHZYHOT [BYCTOPOHHIOW TOH3W/NSKTOMMIO, @ TaKKe
6onee arpeccuBHbIi 3360p TKaHel poTornoTku. OfHAKO, pesynbTaTbl
[aHHOTO MCCNefoBaHUA BbI3bIBALOT Cropbl. CKPbITble 3/10KaYecTBeH-
Hble HOBOOOPA30BaHMA B A3bIYHbIX MUHAANMHAX BCTPEYAKOTCA C TaKOW
K€ YacTOTOM, KaK U B MOTOYHBIX, MOSTOMY KOHLenuus 6onee arpec-
CMBHOTO NozXoAa K 6uoncum B aToi 061acTM aHANOTUYHA TOH3WUI/IIK-
Tomuu [17].

Mo MHeHwI0 pAaa aBTOPOB, BbIABAAA CKPbITbIE NEPBUYHbIE OMNY-
X0NU, He 0BHAPYKeHHbIe NPY TPAAULMOHHOM 06CN1eA0BaHUM, MOXKHO
CHU3WUTb BEPOATHOCTb MCMOMb30BAHUA LMPOKOMNOALHOM Ny4eBON Te-
panuu. Kpome Toro, eciv neperyHas onyxo/b peseLupyercs ¢ paau-
Ka/IbHbIM OTCTYMOM, a[iblOBAHTHOE /IEYEHWE MOKET ObITb MONHOCTbIO
OTMEHEHO Ha GoHe NpoBeAEHHOM LWeiiHoM inmdboamccekumm npm N1,
b0 ocTaBaThCA AOMNONHUTENBHOM onumMelt npu peunayse [4, 7, 8].

Xupypruyeckas ctpaterus npu NpUMeHEHWU ABYX METOA0B —
po60TV3MpoBaHHOM TexHWKM U CO: Nasepa — He OTAMYAETCA, HO 3a-
TpaTbl HA PacXOAHbIVi MaTepuan 1 0bayKmBaHWe POBOTU3MPOBAHHOM
TEXHUKM CyLLeCTBEHHO pa3HATcA. COz nasep WMPOKO JOCTYMEH U He
TpebyeT 04HOPA30BOro PacXoAHOro MaTepuana. MocKoNbKy SKOHOMK-
yeckan aQPEKTUBHOCTb CTAaHOBUTCA BCE 6onee BaKHON B MeAMLMHE,
po6OTU3NPOBAHHAA XMPYPIUA UMEET ABHbIE HEAOCTATKU B CPABHEHUU
C nasepHoit xupyprueii [18].

B 0HOM M3 CUCTEMATMYECKMX 0630POB OTMEYEHO, YTO «...TORS
N03BO/IWA BbIABUTL NEPBUYHYIO onyxonb B 80%, a metog TLM —y 67%
NaLMEHTOB, Y KOTOPbIX HE ObINI0 AAHHbIX O HANIMYUM CKPLITOM ONyXonu
nocne KOMMAEKCHOTO 06C/e0BaHUA, BKAIOYAIOLLErO GU3MKA/IbHbIV
OCMOTp, NIyYeBYO AMArHOCTMKY M MaH3HAOCKOMUIO C NPULENbHOM
6uoncueit...» [19].

3 dEKTUBHOCTb IMHIBANILHOW TOH3WUNIKTOMMM C UCMONb30BaAHM-
€M 3HA,0CKOMUYECKO 3NEKTPOKOAryaLmm bbina onvcaHa B CTaTbe, rae
B 44% cny4aes Oblna BbisiBNIEHA NEPBUYHAA OMYX0Nb C IOKaU3aLumei
B KOpHe A3bIKa. MeToz, noavepKHy/ cBoto 6e3onacHocTb U apdeKTmB-
HOCTb. OCNOMHEHMI B X0l BMEeLIaTeNbCTBa He bblo oTMeyeHo [20].

ent, the authors recommend supplementing the surgery with
postoperative radiation therapy [13].

In addition, researchers presented the results of a multi-
center phase Il study, which found that nivolumab exhibits in-
creased clinical efficacy with high PD-L1 expression, a high tumor
mutational load, and high microsatellite instability. As such, me-
tastases of CUP are immunoreactive, and biomarkers predicting
immune efficacy may indicate the potential benefits of immuno-
therapy and further enhancement of treatment efficacy [16].

There is evidence suggesting that the primary tumor may
reside in the contralateral tonsil, leading some authors to recom-
mend bilateral tonsillectomy as well as more aggressive sampling
of oropharyngeal tissue. However, the results of this study are
contentious. Occult malignancies in the lingual tonsils occur as
frequently as in the pharyngeal tonsils. Therefore, the rationale
for a more aggressive biopsy approach in this region parallels ton-
sillectomy [17].

According to some authors, identifying hidden primary tu-
mors that traditional examinations may miss could decrease the
need for wide-field radiotherapy. Additionally, if the primary tu-
mor is resected with a radical margin, adjuvant treatment could
be discontinued entirely following cervical lymph node dissection
for N1 or remain an additional option in case of relapse [4, 7, 8].

The surgical strategies for the two methods — robotic sur-
gery and CO: laser — are identical, but the consumables and
maintenance costs for robotic surgery vary significantly. The CO:
laser is widely accessible and does not require disposable con-
sumables. As cost-effectiveness becomes increasingly pivotal in
medicine, robotic surgery has distinct disadvantages compared to
laser surgery [18].

In a systematic review, Fu TS et al (2016) reported that
transoral robotic surgery (TORS) allowed for the detection of the
primary tumor in 80% of cases, while the transoral laser micro-
surgery (TLM) method detected it in 67% of patients who had no
information regarding the presence of an occult tumor following
a comprehensive examination, which included physical examina-
tion, radiology, and panendoscopy with targeted biopsy [19].

The effectiveness of endoscopy-directed lingual tonsillec-
tomy was demonstrated, with a primary tumor identified in the
base of the tongue in 44% of cases. This method showcased its
safety and efficacy, with no complications occurring during the
intervention [20].

Thus, these methods provide adequate visualization and
access in an anatomically complex area, precision, and minimal
damage to surrounding tissues, and not only allow for the iden-
tification of hidden malignant tumors of the oropharynx but also
enable radical intervention that impacts the volume of adjuvant
therapy.

Intraoperative fluorescence imaging is an intraoperative
optical imaging method that provides surgeons with real-time
guidance for the delineation of tumors; in a study involving six pa-
tients, this method successfully identified squamous cell p16-pos-
itive oropharyngeal cancer in two cases located at the base of
the tongue and in one case at the palatine tonsil. This example
demonstrates the effectiveness of intraoperative fluorescence
imaging in differentiating between malignant and benign neo-
plasms of the oropharynx. Robot fluorescence imaging during
TORS shows promise for the rapid and non-invasive screening of
patients for pl6-positive cancer in the oral cavity and orophar-
ynx. The results indicate that this method can accurately distin-
guish between benign oropharyngeal tissues and tumors. These
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Takum 06pasom, AaHHble MeToAbl 06ecneynBatoT afeKBaTHYO
BM3yaNn3aLMIo U JOCTYN B aHaTOMWUYECKM CNOXKHOW 30He, NpeLu3n-
OHHOCTb, MMHUMA/IbHOE NOBPEXAEHMNE OKPYHKAIOLLMX TKAHEeM, N03BO-
NAKOT He TONbKO BbIABUTb CKPbITblE 3/10Ka4eCTBEHHbIe OMyXONN PoTo-
TNI0TKM, HO M [OCTUYb PAIMKaNbHOCT BMELLATENbCTBA, BAUAKOLLETO Ha
06bEM aiblOBAHTHOM Tepanum.

MHTpaonepaLuoHHas GayopecLeHTHas BU3yanusaums asnsetcs
NepcneKkTUBHbIM METOAOM ANdPepPeHLMPOBKN 3/10KaYECTBEHHBIX U
[l06POKAYECTBEHHbIX OMyXO/el B pexkMme peanbHoro spemeru. Mpu
3TOM OTMEYaeTcA, YTO MPWU WMHTPaONepaLMOHHOM MCMONb30BaHUU
bnyopecueHTHON BMU3yanusaumm y 6 NaLMUEHTOB MIOCKOKNETOYHbIN
p16 NO3UTHBHBI paK POTOMIOTKM Obi/l BbIABAEH B 2 CIy4asX C JIOKaN-
3aLMelt B KOpHe A3bIKa, B 1 ciyyae — B HEOHOM MUHAANUHe. Bblna npo-
[leMOHCTPUPOBaHa BO3MOXKHOCTb MHTPaoNepaLoHHo anddepeHLm-
pOBaTb 3/10Ka4YeCTBEHHbIE U [OOPOKaUYECTBEHHbIE HOBOOOPa3oBaHUsA
poTOrNoTKM. ®nyopecueHTHaa BM3yanu3alWa, MHTErpUpPOBaHHaA C
TORS, NpoAeMOHCTPUPOBANA BO3MOXKHOCTb BbICTPOTO M HEMHBA3MUB-
HOrO CKPVMHWMHra NaLMEeHTOB Ha Hannune plé NO3UTUBHOIO paka mno-
JIOCTU PTa M POTOMNOTKM. Pe3ybTaTbl NOKa3blBALOT, YTO AaHHbIN MeTOS,
MOET MPaBWIbHO Pa3rpaHUYUTL LOOPOKAYECTBEHHbIE TKAHW POTO-
NOTKM. B KOHEYHOM CYéTe, 3TV pe3ynbTaThbl AEMOHCTPUPYHOT BO3SMOMK-
HOCTb COXpaHeHWA GyHKLMOHAIbHO 340POBbIX TKaHeN [21].

Xota pe3ynbratbl, NOAYYEHHbIE B JAHHOM UCCNeA0BaHUKN, MHO-
roobeLLatoLme, OAHAKO pa3mep BbIGOPKM NALMEHTOB HEBE/IWK, U 3TO
ABNAETCA KNOYEBbIM OrpaHuyeHnem. [laHHaa MeTOAMKa HaxoamTcA
Ha paHHel cTaguy pa3paboTku U TpebyeT fanbHENLWEro U3yYeHns 1
pasBuTUA.

3AKNIOMEHUE

Takum 06pa3om, B HACTOALLMI MOMEHT NocaeaoBaTeIbHasA Aun-
arHOCTMKA MeTaCcTaTMYeCKOro paKa rosioBbl U LWEeN Hen3BECTHOM /10-
Kann3aLmmu ocTaéTcA NpeameTom OMCKYCCUIA, TaK Kak 60/1bLIMHCTBO
UMEIOLLXCA UCCNEA0BaHUMA He PaHAOMM3UPOBAHO M HEMHOToYMC-
NeHHo. MpoBeaéHHbIN 0630p 6bln HampaBieH Ha cucTemaTM3auuio
COBPEMEHHbIX AaHHbIX O IMArHOCTUKE U IeYEHUM NALLMEHTOB C MeTa-
CTaTUYECKUM MIIOCKOKNETOYHBIM PAaKOM HEU3BECTHOM NePBUYHOM 10-
Kanusaumn. OBOCHOBaHMEM A1A NPOBeLEHMA AaHHOMO UCCNes0Ba-
HUA ABNAETCA HAZMUME UMEeIOLLMXCA [0Ka3aTeNbCTs 3GGeKTUBHOCTH
COBPEMEHHbIX TPaHCOPa/IbHbIX /1a3ePHbIX, POOOTU3UPOBAHHbIX TEXHO-
NOTUI B NAEHTUOMKALMM CKPLITO NPOTEKAKOLLLEN NEPBUYHOW ONYX0AN
POTOMOTKY, a Takke UMX-MapKEpoB OpraHHOMN NPUHALNENKHOCTH, B
yacTHocTH 6enka pl6. AHanusnpya npeacTaBaeHHble AaHHbIE, MOXHO
OTMETUTb, YTO CTPATETMU IEYEHUA U MPUHLMMbI AMArHOCTUKM NaLu-
€HTOB C [@aHHOI NaToNornelt 3BONIOLMOHNPOBAAN C BO3MOMKHOCTbIO
MaKCMMaNbHO BbISBAATb OMyXO/EBble OYarM U MPOBOAUTL «TapreT-
Hoe» neyeHue.

findings highlight the potential for preserving functionally healthy
tissues during treatment [21].

However, a key limitation of this study is its small sample
size. Additionally, this technique is still in the early stages of de-
velopment and requires further research and refinement.

CONCLUSION

Currently, the topic of sequential diagnostics for metastatic
head and neck cancer of unknown origin remains under discus-
sion, as most existing studies are not randomized and are limited
in number. This review aims to organize contemporary data on
diagnosing and treating patients with metastatic squamous cell
carcinoma of unknown primary origin. The rationale for this study
is based on evidence regarding the effectiveness of modern tran-
soral laser and robotic technologies in detecting hidden primary
tumors in the oropharynx, as well as the role of immunohisto-
chemical markers of organ affiliation, particularly the p16 protein.
Analyzing the available data shows that treatment strategies and
diagnostic principles for this condition have evolved to improve
the identification of tumor foci and facilitate targeted treatment.
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