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OnyxOAM TOAOBBI U LII€U — OAHM U3 HauboAee YaCThIX 3A0-
KQUeCTBEHHEBIX OIIyXOAEU U OAHA U3 OCHOBHBIX IPDUYUH CMEPTU
OT 3A0KQYECTBEHHBIX OIIYXOAEH B MUPe, OCOOEHHO B CTPaHAX,
rA€ PACIpPOCTPAaHEHO KypeHHUe. IIpu OIyXOAsIX F'OAOBBL U LIEU
TPAAUIIMOHHO IIPOBOAUAU XUPYPIUYECKOE A€UEeHUE, AYYeBYIO
Tepaluio UAM HCIOAB30BAAU KOMOMHAILIUIO JTUX METOAOB.
OAHAKO 3a ITOCAeAHUE 15 AeT CyIIeCTBEHHO U3MEHHUAACh POAB
CHUCTEMHOU Tepalluy B ACYeHUHU 3TUX OIYXOAEH.

XUMHUOTEPANUI0 TPAAULIMOHHO IIPOBOAMAU TOABKO C
IMAAAMATUBHOU IIEABIO IIPU PELUAWBAX UAM Hepe3eKTaOeAb-
HBIX ONYXOASX, IIPUYEM PE3yAbTAThl XUMUOTEPAIUU OBIAU
Oonee yeM YAOBAETBOPHUTEABHBIMU. [lofIBA€HME HIpPUMEpPHO
30 AeT Hazap IIMCIAATHHA CTAAO OCHOBOM AAS M3MEHEHUS
POAM CHUCTEMHOM Tepallud B ACUYEHHU OIIyXOAEH TOAOBBI U
men. [IpumepHo uepes 10 AeT IOCAe BHEADEHUS B KAMHHUYeE-
CKYIO IIDAKTHUKY LUCIAATHHA [I0KA3aHO, YTO KOMOMHAIIUU Ha
OCHOBE 3TOr0 IIpellapaTa BBICOKOI(M@EKTUBHBI IPU MECTHO-
PacIpOCTPAHEHHOM paKe TOAOBBL U LIEU: YaCTOTA IIOAHBIX U
YACTHUYHBIX peMuccuil npeseslicura 90%, a 4acToTa IIOAHBIX
pemuc- cui — 50%. BbicoKas 3 PEeKTUBHOCTE KOMOWHAIIUN
Ha OCHOBE IMCIAATAUHA 3aCTABUAA [PEAIIOAOKUTH, YTO
XUMHOTEpANus MOXKeT OBIThb 3(P(eKTUBHA B AABIOBAHTHOM
pe’XuMe IIOCAE€ CTAHAAPTHOI'O XUPYPTUYECKOTO ACYEHUS U
AyueBol Tepanuu. OAHAKO PAHAOMU3UPOBAHHBIE UCCAEAOBA-
HU He IPOAEMOHCTPUPOBAAM CTATUCTUYECKU AOCTOBEPHOIO
IOBBIIIEHNUS BBIDKUBAEMOCTH IIPU IIPOBEACHUN AABIOBAHTHOU
IMIOAMXUMUOTEPAIIUU IIPU OIIYXOASIX FOAOBBI U IIeU. DTHU JKe
paboTHl MOCAYKHAU OCHOBOU AN KOMOMHAIUM XUMHUO- U
AYy4€BOU TEPANUU U UCIIOAB30BAHUSA XUMUOAYIEBOT'O ACUEHUS
BMECTO XHPYPTHUYECKOrO C IIeABI0 COXPaHeHUs (OYHKIUU
IIOPA’KEHHOTro opraHa. ITocaeayromnue nCCAeAOBAHUS HEOAAb-
IOBAHTHOM XMMHOTEPAIINHU C IIOCAEAYIOIe AydeBOM Tepalun-
eli IIpU paKe rOPTaHU U OIIYXOASX F'OAOBBI U LII€U APYTOU AOKaA-
AM3ALUUA IPOAEMOHCTPUPOBAAU, YTO A€UEHHE II0 ITOU CXeMe
IIO3BOASIET COXPAHUTHL F'OPTAHb Y 3HAUUTEABHOT'O 4MCAQ OOAb-
HBIX, HO He BAUSET Ha BBIKUBAEMOCTb.

Head and neck cancer is a major source of morbidity
and mortality throughout the world, especially in nations
where tobacco use is common. Head and neck cancer has
traditionally been managed with surgery and/or radiation,
but the last fifteen years have seen a marked changed in
the role of medical therapy in this group of diseases.

Chemotherapy had traditionally been reserved for
the palliative management of patients with relapsed or
unresectable disease with modest results. The introduc-
tion of cisplatin nearly thirty years ago has produced an
evolutionary change in the medical management of head
and neck cancers. Approximately a decade after its intro-
duction, it was appreciated that cisplatin-based combina-
tion chemotherapy was highly active in locally advanced
head and neck cancer with response rates in excess of
90% and complete responses in excess of 50%. The high
response rate seen with cisplatin combinations led inves-
tigators to hypothesize that chemotherapy would have an
important role in the adjuvant setting, improving survival
after standard surgery and radiation. Surprisingly, howe-
ver, randomized trials failed to show significant adjuvant
benefit to combination chemotherapy in head and neck
cancer but did provide early evidence suggesting that
chemotherapy could be combined with radiation in place
of surgery in selected patients with the goal of organ
preservation. Subsequent studies in laryngeal cancer and
other sites demonstrated that neoadjuvant chemothera-
py followed by radiation could achieve organ preserva-
tion in a significant percentage of patients, but did not
improve survival.

More recently, concomitant chemotherapy and radia-
tion have been shown to achieve organ preservation in
patients with locally advanced disease and emerging data
suggests a modest survival benefit may also be achieved
with this approach. Considerable controversy remains
over the optimal combination of chemotherapy agents and
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IMo3>ke mokasaHO, YTO OAHOBpEMeHHOe XUMHOAyUeBOe
AedeHHe MeCTHOPACHPOCTPAHEHHBIX ONYXOAeHN FOAOBHI U LlIen
TIO3BOASIET He TOABKO COXPAHUTh NOpa’keHHBINM opraH, HO U
HECKOABKO YAYUIIUTH BBIKUBAEMOCTb. MHEHHUs OTHOCUTEABHO
ONTUMAAbHOM KOMOMHAIIUM IPOTHBOOIYXOAEBBIX CPEACTB M
(PaKIMOHUPOBAHUS B PaMKaxX XUMUOAYIEBOTO A€UeHUs IIPO-
THUBOPEeYUBHL. Pa3HbIe NCCAEAOBATEAU SBASIIOTCS CTOPOHHUKA-
MM Pa3HBIX CXeM AeUeHUs.

TMomuMo 11eA0T0 psipa paboT, MOCBAIIEHHBIX XUMUOAYIEBO-
My A€YEeHHIO MeCTHOPACHPOCTPAaHEHHBIX OIYXOAeM TOAOBHI U
ey, HepaBHO B EBpome nm AMepuke NMOSIBUAOCH HECKOABKO
HUCCAEAOBAHUM, KOTOpbLIe NPOAEMOHCTPUPOBAAU MOBLIIIEHUE
BBIKMBAEMOCTHU IIPU NPOBEACHUU aABIOBAHTHON XUMHOAYYe-
BOM Tepalnuu IoCAe XUPYPrudeckoro AeueHus.

IMpumepHo 3a 15 AeT MBI IIAaTHYAU OT 3Tala, KOTAQ XUMHO-
Tepanus IPOBOAUAACH TOABKO C TAAAMATUBHOU IIEABIO TIPU
NIPOTPEeCcCUPOBAHUM, K 3Taly, KOTAQ XUMHOAyUeBOe AeueHUe
TIPOBOASIT Ha IIePBOM 3Talle AedeHUsI MeCTHOPAaCIpOCTpaHeH-
HBIX MAU Hepe3eKTabeAbHBIX OITyXOAeH FOAOBHI U ITIeH, a TakKe
B aABIOBAHTHOM pe’KMMe IIPU BBICOKOM PHUCKe PellUANBaA.

HecmoTpss Ha coBepIIeHCTBOBAHWE CUCTEMHOW Tepamuu
OIyXOA€M TOAOBBI U IlIeM U TOBHIIeHUe ee 3(PPeKTUBHOCTU
NP A€UeHUU IePBUUYHBIX O0ABHBIX, 3(p(heKTUBHOCTL XUMHOTE-
panuu NIpU NPOrPecCHPOBAHUU ITUX ONYyXOAeM ocTaeTcs
ovyeHb HU3KON. CTaHAAPTHAS UAU TapreTHasi CHCTeMHas Tepa-
MM BBI3BIBAET PEMUCCUIO He OoAee UeM Y OAHOM TpeTu GOABb-
HBIX C IPOTPecCHUpOBaHMEM, NIPUYEeM 3Ta PEeMUCCUST OOBIYHO
HENIPOAOAJKUTEABHA. B OoTAMYME OT paka MOAOUHOM >KeAe3Hl,
OOOAOUHOM KHUIIKM U AETKOrO, AASI KOTOPBIX B HacToOsIlee
BpeMs uMeeTcs 3 eKTUBHAI XUMUOTepanus 2-i AUHUH, IPU
OITYXOASIX TOAOBEL U IIIeU ee HeT, 1 60Aee ueM 3a 30 AeT He yAa-
AOCH HAWTM KOMOMHAIMIO IPOTHUBOOINYXOAEBBIX CPEACTB,
3 peKTUBHYIO IPU IPOrPECCUPOBAHNN 3TUX OITYXOAEH.

AKTHBHO M3y4YaeTCsI MOAEKyAdpHas OMOAOTHS OIyXOAek
TOAOBEI U IIen. MlccaepoBaTeAel HHTepecyeT BOIIPOC, TOYeMy Y
OAHUX OOABHBIX AedeHHe BBICOKOI(MMEKTUBHO, & Y APYTUX —
HeT. O(PPeKTUBHOCTL XUMUOTEePAluU Ha OCHOBE IUCIIAATHHA
MOJKET OIPEAEAIThCS aKTUBHOCTHIO OTAEABHBIX (DEPMEHTOB,
HaIlpUMep TAyTaTHOHTpaHcdepasbl, KOTopasi UMeeT Ba’kHOe
NIPOTHOCTUYECKOe 3HaueHue. BepodaTHo, 3Tu u Apyrue akTo-
PBI TO3BOASIT MAAQHMPOBATh AeUeHHe U IIPOBOAUTHL €To OoAee
TOYHO U CeAEKTHUBHO.

Haxonern, B IOCAepHHE TOABI M3ydeHa POAb TapreTHOU
Tepalluy IPU OIIYXOASIX TOAOBHI M Ileu. M3yuaanuch mpemnapa-
TBI, BO3AEUCTBYIOIIME Ha PS3, pelenTophl 3MUAEPMaAbHOTO
dakTopa pocTa U pakKTopa pocTa 3HAOTeAUus. A0 HACTOSIEro
BpeMeHU 3 (PeKTUBHOCTb ITUX IIpellapaToB B MOHOPEeXUMe
ObIAA AOCTATOYHO HU3KOM. BO3MO>KHO, OHa MOBLICUTCS B KOM-
OMHAIVU C Ay4eBOU Tepaluel UAU CO CTAHAAPTHBIMU IIPOTHU-
BOOITYXOAEBBIMU cpepcTBaMU. OAHAKO IOBBIIIEHUS CIeNu-
(puyHOCTU U 3PPEKTUBHOCTH A€UEHUS IPU HU3KOU TOKCHU-
HOCTHM 3a CUeT IIPUMeHEeHHUs TapTeTHBIX IIpelnapaToB ellle
NIPEACTOUT AOCTUUb.

B 3akAtoueHUe cAepyeT OTMETUTh, UTO CUCTeMHas Tepalust
OITyXOA€M TOAOBHI U 1IIeM Pa3BUBAETCs OYeHb OBICTPO. MEL yike
AOOHANICH BO3MO>KHOCTHU COXPAHAThH OPa’KeHHBIN OpraH, Hec-

radiation fractionation schemes with multiple regimens
currently supported in the literature.

In addition to the body of work on combined che-
motherapy and radiation for patients with locally advan-
ced head and neck cancer, several recent studies in Euro-
pe and America have demonstrated survival benefit for
concomitant chemotherapy and radiation in the post sur-
gical adjuvant setting.

In approximately fifteen years, we have moved from a
situation where chemotherapy was used exclusively for
the palliation of relapsed disease to a time where che-
motherapy and radiation are indicated in the primary
management of patients with locally advanced and/or
unresectable tumors as well as in the adjuvant setting for
resected patients at high risk for relapse.

Despite these improvements in the medical manage-
ment of newly diagnosed patients with newly diagnosed
head and neck cancer, the impact of chemotherapy in
relapsed disease remains unacceptably poor. One-third or
less of patients with recurrent disease respond to conven-
tional and/or targeted agents and these responses are
generally quite brief. While effective second-line therapi-
es have been developed in other solid tumors such as bre-
ast, colon and lung, the same is not true for head and neck
cancer and medical therapy has had no significant impact
on the survival of these patients in more than thirty years.

An emerging basic science literature has examined the
molecular biology of these tumors and why some patients
respond well to therapy while others do not. Expression of
enzymes such as glutathione S-tranferase may be impor-
tant determinants of whether or not a cell will respond to
cisplatin-based chemotherapy and may have important
prognostic and predictive significance. This and other
markers may ultimately help treating physicians guide
therapy in a more accurate and selective fashion.

Finally, recent studies have evaluated the role of targe-
ted therapies in head and neck cancer with drugs targe-
ting P53, epidermal growth factor receptor and vascular
endothelial growth factor receptor. So far, these targeted
agents show limited single agent activity which may be
enhanced in combination with radiation or conventional
chemotherapy agents. However, the goal of increasing
specificity and efficacy with less toxicity by the use of tar-
geted agents has yet to be achieved.

In summary, medical management of head and neck
cancer is evolving rapidly and has achieved significant gains
in terms of organ preservation with limited improvement in
survival. Better understanding of the mechanisms of drug
action and drug resistance will guide this field in the future
and accelerate the progress made in the last two decades.

KOABKO IIOBBICUAY BLIDKMBAEMOCTEL OOALHEIX. [TIoHMMaHMe
MeXaHU3Ma AEMCTBUS IIPOTUBOOIYXOAEBBIX CPEACTB U
PE3UCTEHTHOCTU K HHUM IIO3BOAUT HAM YCKOPHUTH IIPO-
rpecc, HabAIOAABUIMNCS B rocAepHne 20 AeT.
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