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Abstract

Surgery remains the cornerstone for resectable, locally advanced oral cavity squamous
cell carcinoma. Optimal outcomes rely on precise patient selection, oncologic extirpation
with pathologic risk stratification, timely adjuvant radiotherapy with or without
concurrent systemic therapy, evidence-based reconstructive strategies, and more
recently well-designed neoadjuvant/adjuvant immunotherapy.

We synthesized Level I-1Il evidence and contemporary consensus from high-impact
journals and guidelines on: staging refinements, margin/depth of invasion standards,
elective neck management, timing/technique of post-operative radiotherapy/post-
operative concurrent chemoradiotherapy reconstruction and enhanced recovery after
surgery, and perioperative systemic therapy.

Landmark randomized trials established that in high-risk postoperative cohorts (positive
margin and/or extranodal extension), adding high-dose cisplatin to post-operative
radiotherapy improves locoregional control and disease-free survival; weekly cisplatin
(40 mg/m?) is non-inferior to 3-weekly 100 mg/m? and is less toxic. Elective management
of the cNO neck improves survival versus therapeutic neck dissection after nodal relapse,
and sentinel node biopsy is oncologically equivalent to selective neck dissection in cT1-
2NO disease with lower early morbidity. Intensity-modulated radiation therapy based
post-operative radiotherapy reduces xerostomia versus 3D-CRT; delays beyond ~6
weeks after surgery and prolonged treatment package time are associated with worse
survival. Early signals support perioperative anti-PD-1 therapy in resectable head and
neck squamous cell carcinoma, while adjuvant anti-PD-L1 monotherapy after standard
of care was negative. Reconstruction tailored to defect class prioritizing function and
adjuvant readiness achieves high flap survival, enhanced recovery after surgery
pathways shorten length of stay without compromising safety.

A surgery-anchored, time-sensitive, risk-adapted sequence incorporating modern neck
management, intensity-modulated radiation therapy based post-operative
radiotherapy/post-operative concurrent chemoradiotherapy reconstruction, and
selective immunotherapy yields the best current outcomes for advanced oral cavity
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squamous cell carcinoma. Ongoing trials will define perioperative immunotherapy
integration, de-escalation for intermediate risk, and biomarkers refining indications.

Keywords: oral cavity squamous cell carcinoma, surgery, neck dissection, depth of
invasion, postoperative radiotherapy.

1. Introduction

Oral cavity cancers account for a substantial
proportion of head and neck squamous cell carcinomas
(HNSCC) and impose a significant global burden on
survival, function, and quality of life. Unlike
oropharyngeal disease—where HPV biology drives a
distinct natural history — oral cavity squamous cell
carcinoma (OCSCC) is largely HPV negative and
classically associated with tobacco, alcohol, and, in
certain regions, areca nut/smokeless tobacco exposure.
Patients frequently present with advanced primary
tumor size (T3-T4) and/or nodal involvement, with a
considerable subset harboring aggressive pathological
features such as perineural invasion (PNI),
lymphovascular invasion (LVI), the most aggressive
worst pattern of invasion (WPOI), and extranodal
extension (ENE) [1].

In this setting, surgery offers the highest
probability of achieving durable local control through
en bloc removal of the primary tumor and appropriate
management of the neck. However, the biology of
advanced OCSCC with significant risks of occult
cervical metastases, peritumoral spread along mucosal
and fascial planes, and propensity for locoregional
failure necessitates a surgery anchored yet deliberately
sequenced multimodal approach. During the past

2. Methodology

We undertook a targeted narrative review
focusing on randomized controlled trials (RCTs),
pivotal prospective or large high-quality retrospective
cohorts, and authoritative consensus/guideline
documents published predominantly between 2011 and
2025. Databases queried included PubMed, Web of
Science, and Google Scholar. We prioritized high-
impact sources (e.g.,, NEJM, Lancet Oncology, JCO,
IJROBP, Oral Oncology, Head & Neck), while
incorporating seminal earlier trials that established
current standards.

Inclusion and prioritization

Eligible evidence addressed at least one of the
following domains: (1) staging and risk stratification for
OCSCC, especially DOI and ENE; (2) surgical margins,
intraoperative  margin
management (elective neck dissection (END) vs sentinel
node biopsy (SNB); (3) adjuvant radiotherapy (PORT)
or chemoradiotherapy (POCRT) indications, dose,
technique, and timing; (4) systemic therapy schedules

assessment and neck

decade, several developments have converged to
enable more refined care pathways: (i) staging
refinements in AJCC 8th edition, incorporating depth of
invasion (DOI) and extranodal extension (ENE), which
improve prognostic stratification over the 7th edition;
(ii) technical maturation of radiotherapy, particularly
intensity modulated radiotherapy (IMRT) with organ at
risk sparing that reduces long term xerostomia and
dysphagia; (iii) standardization of perioperative care
via enhanced recovery after surgery (ERAS) bundles,
which lead to shorter hospital stays and fewer
complications in head and neck free flap surgery; and
(iv) evolution of systemic therapy, including high level
evidence supporting concurrent cisplatin with
postoperative radiotherapy in high risk patients [2-5].

This review synthesizes contemporary evidence to
provide a practical, academically rigorous framework
for clinicians planning surgery anchored, time sensitive
multimodal therapy for advanced OCSCC. We
emphasize indications, timing, and integration across
modalities; highlight areas of consensus versus
controversy; and offer implementable clinical
pathways.

(weekly vs q3-weekly cisplatin) in the postoperative
setting; (5) perioperative
reconstructive strategies and ERAS protocols; and (7)

immunotherapy; (6)

survivorship and functional outcomes.

Quality considerations

Randomized evidence was weighted highest. For
nonrandomized studies, we favored multi-institutional
cohorts with clear inclusion criteria, standardized
outcome definitions e.g., locoregional control (LRC),
disease-free survival (DFS), event-free survival (EFS),
overall survival (OS), and adequate adjustment for
confounders e.g., stage, margin status. Where evidence
was heterogeneous, we present consensus-oriented
acknowledge

recommendations and  explicitly

uncertainty.
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3. Staging refinements that drive sequencing

DOI and ENE in AJCC 8th edition

The American Joint Committee on Cancer (AJCC)
8th edition incorporated DOI into T classification and
codified ENE within N staging for oral cavity cancers,
changes that better reflect biologic aggressiveness and
improve prognostic stratification [6]. DOI correlates
with both the risk of occult nodal metastasis and local
failure, whereas ENE is among the strongest adverse
prognosticators in OCSCC cohorts [6-8]. Practically,
DOI reframes management of the clinically node-
negative (cNO) neck—supporting END/SNB when
invasion extends beyond superficial thresholds and
ENE after pathologic evaluation adjudicates patients to
a high-risk postoperative category warranting
concurrent chemotherapy with PORT [6,9,10].

Measurement nuances and reproducibility

Accurate DOI quantification requires careful
orientation of the specimen and correct identification of
the reconstructed mucosal surface; interobserver
variability is non-trivial and can shift pT stage
assignment in a meaningful fraction of cases,
underscoring the need for standardized grossing,
inking, and histologic measurement protocols [7]. ENE
reporting should distinguish microscopic versus
macroscopic ENE and record extent of extranodal

spread and nodal burden, as these features modulate
risk even within ENE-positive disease [6,8].

Beyond AJCC: complementary risk markers

While DOI and ENE anchor contemporary staging,
additional markers enrich risk stratification. Worst
pattern of invasion (WPOI-5; e.g., satellite tumor islands
and extratumoral PNI/LVI) has shown independent
adverse prognostic associations in early-stage OCSCC
[9]. Lymph node ratio (positive/harvested) also carries
strong prognostic signal for recurrence and survival,
complementing absolute nodal counts [11]. Treating
margin distance as a continuous variable and
integrating perineural/LVI and high DOI into
multivariable models can refine indications for PORT
versus POCRT and inform discussions on de-
intensification or intensification [6,9,11].

Implications. (i) DOI 24 mm typically justifies END
or SNB even in c¢NO disease; (ii) any ENE elevates
postoperative risk sufficiently to mandate POCRT
barring contraindications;  (iii)
features (close margins, multiple nodes without ENE,
PNI/LVI, high DOI) favor PORT with meticulous target
delineation [6,8, 9-11].

intermediate-risk

4. Surgical principles: margins, primary control, and neck management

Margins and DOI

Oncologic margins remain the single most
powerful modifiable determinant of local control. The
historical binary of “clear 25 mm” versus “close <5 mm”
is a helpful heuristic but may oversimplify the biologic
continuum. Deep soft-tissue and muscular planes,
periosteum, and neurovascular bundles often represent
the true high-risk interfaces in oral cavity surgery [12-
14]. Intraoperative frozen sections can guide re-
resection, yet sensitivity varies by sampling method. A
programmatic approach—three-dimensional mapping
of margin sites, standardized communication between
surgeon and pathologist, and readiness to perform
targeted re-excisions—improves RO rates without
undue morbidity [14-16]. Mandibular involvement
requires tailored strategy: marginal mandibulectomy
may suffice for superficial cortical erosion with
preserved medullary integrity, whereas segmental
resection is indicated for medullary invasion or
pathologic  fracture risk. Decisions should be
preplanned with reconstructive options to avoid
compromise of postoperative radiation planning [17-
18].

Elective management of the cNO neck

Randomized data support END at the time of
primary surgery for early oral cavity cancers,
improving OS and DFS versus observation with
delayed therapeutic neck dissection [19-20]. Where
expertise and validation pathways exist, SNB provides
oncologic equivalence with lower early morbidity and
faster recovery [21]. Selection between END and SNB
should consider tumor subsite, DOI, imaging quality,
lymphoscintigraphy reliability, and institutional
experience [19-21, 23]. Regardless of strategy, timely
final pathology and expedited referral to radiation
oncology are critical to meet PORT timing benchmarks.

Extent and levels

Selective neck dissection typically encompasses
levels I-III for many oral cavity subsites; level IV is
commonly added for tongue/floor-of-mouth primaries
with deeper DOI or suspicious imaging.
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Level IIb preservation is feasible absent radiologic
concern. Midline or near-midline lesions warrant
bilateral evaluation to avoid contralateral failure.

Dissection yield should be adequate to support accurate
pathologic staging (often 218 nodes in total), enabling
appropriate adjuvant decisions [23-24].

5. Reconstruction that enables function and adjuvant readiness

Principles and defect-oriented selection

Reconstruction must reconcile oncologic safety,
functional restoration, and adjuvant readiness. Defect
classifications (e.g., Brown for mandibular continuity
defects; Urken for composite oromandibular defects)
help map flap choice [25].

Soft tissue: The radial forearm free flap (RFFF)
provides thin, pliable tissue suited for tongue and floor-
of-mouth defects requiring precision in articulation
[26]; the anterolateral thigh (ALT) flap offers reliable
volume with lower donor morbidity and can be thinned
[27]. The medial sural artery perforator (MSAP) flap is
an increasingly popular option for hemiglossectomy
due to its favorable thickness profile [28].

Bony reconstruction: Fibula free flap remains the
workhorse for segmental mandibular defects, offering
long bone stock and the possibility of virtual surgical
planning (VSP) for accurate osteotomy and plate fit [29].
Scapular or iliac crest options provide alternatives in
select anatomies or when multiple contour curves are
desired [30].

Adjuvant readiness should influence flap design:
avoid bulky insets that obscure the oral cavity during
simulation or compromise IMRT dosimetry; anticipate
percutaneous endoscopic gastrostom (PEG)

dependence and strive for early oral intake when safe
[31].

Functional outcomes and rehabilitation

Speech and swallowing outcomes hinge on tongue
mobility/volume, mucosal pliability,
dentition/occlusion, and timely rehabilitation [32].
Multidisciplinary input (speech-language pathology,
nutrition, dental oncology) beginning preoperatively
fosters realistic expectations and adherence. Early
trismus prevention (jaw mobilization, tongue range-of-
motion exercises) and lymphedema therapy mitigate
late dysfunction [33].

ERAS pathways

ERAS bundles tailored to head and neck free-flap
surgery include: prehabilitation and nutrition
optimization, carbohydrate loading when appropriate,
meticulous airway planning, multimodal analgesia
with opioid-sparing strategies, judicious fluids,
standardized = thromboprophylaxis, and  early
mobilization [34]. Evidence shows reduced length of
stay and no increase in complications when ERAS is
faithfully implemented. Early oral feeding following
mucosal free-flap reconstruction is increasingly
supported when flap perfusion is stable and there is no
anastomotic concern [35].

6. Adjuvant radiotherapy (PORT) and chemoradiotherapy (POCRT)

Indications

High-risk postoperative features—principally
positive (involved) margins and/or ENE—warrant
concurrent cisplatin with PORT (POCRT) given the
demonstrated gains in LRC and survival [36-39].
Intermediate-risk features—including pT3—-4 disease,
multiple nodes without ENE, close margins, PNI/LVIL,
high DOI, adverse WPOI—typically merit PORT alone;
patient comorbidity, renal function, and hearing status
influence the feasibility of concurrent cisplatin.

Dose, volumes and technique

Standard PORT prescription is 60-66 Gy in 2.0 Gy
fractions, with dose painting to high-risk tumor bed and
involved nodal basins, and elective coverage (e.g., 54—
56 Gy) to at-risk neck levels. IMRT/volumetric
modulated arc therapy (VMAT) with
parotid/submandibular sparing is preferred to reduce

xerostomia [1]. Contemporary atlases provide
structured guidance on clinical target volumes (e.g.,
tumor bed; involved nodal levels; elective nodal levels)
with attention to mucosal margins, periosteal surfaces,
neurovascular pathways, and surgical clip placement
[40-43]. Organ-at-risk constraints commonly include
mean parotid dose <26 Gy when achievable,
contralateral submandibular sparing, oral cavity
mucosa moderation to limit mucositis, and
laryngeal/esophageal reduction in swallow-sparing
plans; mandibular dose moderation is critical to reduce
ORN risk and should be coordinated with pre-RT
dental clearance [42].
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Timing and treatment package time (TPT)

Time to PORT initiation should be <6 weeks post-
surgery whenever feasible. Delays beyond this window
and prolonged TPT (surgery to last fraction) are
associated with inferior outcomes, likely reflecting
tumor repopulation and missed windows for
micrometastatic eradication [40]. Institutions should
implement fast-track pathways: rapid pathology
turnaround, early dental oncology consults, simulation
slots reserved for postoperative cases, and proactive
social support to ensure adherence.

Concurrent cisplatin schedule and supportive care

The historical standard is q3-weekly cisplatin 100
mg/m? on days 1, 22, and 43 [37,38]. Robust
contemporary randomized evidence supports weekly
cisplatin 40 mg/m? as non-inferior for OS in the
postoperative  high-risk setting, with improved

tolerability (less nephro/oto-toxicity and hematologic
toxicity) [41]. Dosing choice should be individualized
based on patient frailty, renal reserve, audiometric
baseline, and logistics. Supportive care is integral:
(NK1/5-
HT3/dexamethasone for highly emetogenic risk),
hydration = with  magnesium  supplementation,
nephroprotection, and audiology monitoring; early
nutrition intervention (dietitian co-management;
selective PEG) and prophylactic swallowing therapy

guideline-concordant antiemesis

reduce acute weight loss and late dysphagia. For
cisplatin-ineligible patients, alternative radiosensitizers
(e.g., cetuximab) have not consistently matched
cisplatin outcomes and are generally reserved for
specific contraindications or clinical trials (see also
practice guidelines cited earlier).

7. Perioperative systemic therapy beyond cisplatin

Induction chemotherapy

For technically wunresectable or borderline-
resectable OCSCC, TPF-based induction can downstage
disease to permit curative resection in selected patients
[44,45]. This approach requires careful selection
(performance status, organ function), close toxicity
monitoring
neuropathy), and crisp coordination so as not to

(myelosuppression, mucositis,
compromise definitive local therapy. Prospective data
support improved resectability; however, routine use
outside of these scenarios is not indicated.
Immunotherapy in the resectable setting

Perioperative anti-PD-1 strategies (neoadjuvant
plus adjuvant) have demonstrated event-free survival
improvements in resectable HNSCC without reducing
surgical completion rates in trial contexts (KEYNOTE-
689) [46]. Signal magnitude appears greater in HPV-
negative disease and in patients with PD-L1-positive
tumors, though definitive biomarker thresholds for oral
cavity—specific practice remain under active study. Key
practical considerations include:

e  Surgical timing: Neoadjuvant therapy must
not delay extirpation beyond acceptable windows;

8. Practical sequencing pathways

Upfront resectable, high-risk on final pathology
(positive margin and/or ENE)

e  Step 1: En bloc resection of the primary with
appropriate (END/SND) and
immediate reconstruction.

e  Step 2: Expedited dental optimization and
IMRT simulation within 1 week; PEG considered
selectively.

neck  dissection

multidisciplinary team (MDT) coordination and rapid-
access operating room scheduling are essential.

e Wound healing and immune-related AEs
(irAEs): Most irAEs are manageable; vigilance for
endocrinopathies (thyroiditis, adrenal insufficiency) is
important given baseline post-RT hypothyroidism risk.

e Integration with PORT/POCRT: Overlapping
toxicities (dermatologic, mucosal) necessitate careful
sequencing and supportive care.

In contrast, adjuvant anti-PD-L1 monotherapy
after standard local therapy did not improve EFS/OS in
high-risk cohorts (IMvoke010) [47], underscoring that
simply extending adjuvant systemic therapy without
biological selection may be insufficient.

Lessons from the recurrent/metastatic setting

First-line pembrolizumab (alone for PD-L1-
expressing tumors or combined with platinum/5-FU)
and nivolumab after platinum failure improved OS and
patient-reported  outcomes  (KEYNOTE-048 &
CheckMate-141) [48-50]. While these data derive from
R/M populations, they offer mechanistic support for
perioperative immunotherapy and inform salvage
strategies if postoperative recurrence occurs.

e  Step 3: POCRT to 60-66 Gy with either q3-
weekly or weekly cisplatin, initiated <6 weeks post-op
[37-41].

e  Step 4: Early, proactive swallowing therapy
and lymphedema management; monitor for nephro-
/ototoxicity and cytopenias.

https://doi.org/10.70439/2075-8790.2025.98.3.003
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Upfront resectable, intermediate risk

e  Step 1: Resection + END/SNB as indicated by
DOI and subsite.

e Step 2: PORT 60-63 Gy (risk-adapted
volumes) <6 weeks; no concurrent chemotherapy [40,
43].

e  Step 3: Standardized survivorship plan with
dental and speech-language follow-up.

Borderline/technically unresectable disease

e Option A: Induction TPF aiming for
conversion to RO resection, followed by risk-adapted
PORT/POCRT [44, 45].

e Option B: Primary CRT where resection
remains unfeasible; consider clinical trial enrollment
and early palliative/supportive care integration.

9. Survivorship and toxicity mitigation

Acute toxicities and their prevention

Mucositis, odynophagia, dermatitis, dysgeusia,
xerostomia, and weight loss are common during
PORT/POCRT. Prophylactic oral care protocols, early
nutrition support, and swallow therapy mitigate
severity. Randomized trials confirm prophylactic
swallowing exercises reduce dysphagia severity
[51].Pain management should follow multimodal
principles with careful opioid stewardship.

Late effects and monitoring

Xerostomia and dysphagia: IMRT reduces severity
but does not eliminate risk; DARS trial confirmed
benefit of dysphagia-optimized IMRT [52].

Hypothyroidism: Neck irradiation predisposes to
thyroid dysfunction; check TSH at 6-12 months and
annually thereafter [53,54].

Osteoradionecrosis  (ORN):  Pre-RT  dental
optimization, conservative extractions, and mandibular
dose moderation reduce risk; staged protocols manage
established ORN [55-57,58].

10. Future directions

Several avenues are poised to reshape sequencing
in advanced OCSCC:

Biomarker-refined perioperative immunotherapy:
Integration of PD-L1 (CPS), immune gene signatures,
and circulating tumor DNA (ctDNA)/molecular
residual disease (MRD) assays may select patients most
likely to benefit from neoadjuvant/adjuvant immune
strategies [46,63-66]. De-escalation for intermediate
risk: Trials exploring PORT dose reduction or omission
of elective volumes in carefully profiled patients could

Perioperative immunotherapy candidate

MDT evaluation for neoadjuvant anti-PD-1,
ensuring surgical slots are secured in advance and
PORT planning proceeds in parallel [46].

Vigilant toxicity monitoring and coordinated
transitions between surgery, radiation, and adjuvant
immunotherapy.

Managing positive or close margins after final
pathology

Re-resection  should be

anatomically feasible and functionally reasonable.

pursued  when

If re-resection is not possible, POCRT with boosted
tumor bed dosing is indicated; reconstructive
modifications (e.g., debulking) may be necessary to
optimize dosimetry [37-39, 43].

Lymphedema and fibrosis: Early referral for
decongestive therapy and jaw-stretching regimens
helps preserve range of motion.

Hearing loss and neuropathy: Baseline and
interval audiometry for cisplatin counsel regarding
tinnitus and balance issues [55, 59-61].

Psychosocial and functional rehabilitation

Speech intelligibility, return to work, body image,
and social reintegration are central outcomes. Access to
dental prosthodontics, cessation programs, and mental
health support should be integrated. Patient-reported
outcomes (MDADI, UW-QOL) guide structured
interventions [56,62].

Follow-up schedule

A pragmatic schedule includes visits every 1-3
months in year 1, every 2—4 months in year 2, every 4-6
months in years 3-5, and annually thereafter, with
imaging directed by symptoms, exam findings, and risk
profile. Dental and thyroid follow-up are embedded at
defined intervals [53,54,57,58].

lower toxicity while preserving control [43]. Adaptive
and automated radiotherapy: On-treatment anatomical
changes can be addressed with adaptive replanning;
Al-based auto-contouring and QA may shorten
timelines and standardize care [67-69]. Function-
preserving reconstruction: Prospective comparisons of
RFFF/ALT/MSAP with standardized speech/swallow
endpoints will inform flap choice [33]. Implementation
science and equity: Reducing delays to PORT, ensuring
access to IMRT and multidisciplinary rehabilitation,
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and addressing social determinants will yield survival
gains comparable to pharmacologic advances [40].
Pragmatic trials and real-world evidence: Embedding
registries and learning-health-system designs will
accelerate translation of perioperative immunotherapy
and ERAS innovations into routine practice while
safeguarding safety and value.
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AybI3 KYBICBIHBIH X€PriaikTi 4aMbIFaH KaAlak >Kacyllaabl KapIIMHOMAaCbIHAA
XMPYPIUSIABIK apalacyMeH OaliaaHbICTBI IIEpUOIIepPaTUBTIK My AbTMOAAAbAbI
cexBeHupaey: Kasipri >xaraaiibl )koHe O0aamIarbl

Paxmzaes A.K. 1, Carpiagpik K. 2, Maimaitituxun-Tuerdi 3

1 AyBI3 KYBICHI, XKaK-0eT >koHe OpPTOrHaTUKAABIK XMPYPTHs KadelpachIHbIH MaTMCTPaHTE,
IIsKxag MeAUIHAABIK YHUBEpCUTeTiHiH 6ipinmti puanaaask aypyxanacsl, Y pimmi, Isreskan, Kerrait
2 [IIpre>KaH YIFBIP aBTOHOMMAABIK 2y AQHBIHBIH CTOMATOAOTHAABIK, 3epTTey MHCTUTYTHIHEIH PhD KaHAMAATEI; aybI3 KYBICH, JKaK-0eT JKoHe
OpTOTHATUKAABIK, XUPYpTHs Kageapacsr, HIbHKaH MeAUIIMHAABIK, YHUBepcUTeTiHiH Oipinmi ¢puanaaarix aypyxanacsl, Y pimmri, Ilemkan, Kerrait
3 Bac gapirep, mpodeccop, IlIsHKaH MeAUITMHAABK YHUBepCUTeTiHiH 6ipiamt ¢pruanaaask aypyxanacer, Ypimi, [srpxan, Kerrai

Tyiingeme

Xupyprusaslk emaey aybl3 KyBICBIHBIH pe3eKUMsAAaHaThIH >KePTidikTi JaMbIfaH >KaAllak, >KacyllaAbl
KapIIMHOMACBIHBIH HeTisi 604bIIT Kaaa Oepei. OHTallAbI HOTIDKeAep HayKacThl AV PBIC TaHAAyFa, TaTOAOTMAABIK KayiIlTi
fOoa’KkayMeH >KYpeTiH OHKOJAOTMAABIK OKCTUpIIALNAFa, COHJAli-aK, Jep Ke3diHAe >KacaaraH, PeKOHCTPYKTHUBTI
CTpaTermsra CYJeHIeH, XYleaAiK TepanmMsaMeH Karap >KypeTiH (HeMece Oy TepamnmsACh3) aAbIOBAHTTHI COyAeAiK
Tepalysifa >K9He COHFBl JKbIAJAapbl >KaKChl AaMy YCTiHAeri HeoaAbIOBaHTTHI/aAbIOBAHTTBI VMMMYHOTEpPAIIVsIFa
GartaaHbICTHI. bi3 Keaeci TakpIppiTap OolibiHIIIa OedeaAi )KypHaadap MeH HycKayabsikTapaa I-111 aeHreiigeri aoaeaaep
MeH arbIMJaFbl KOHCEHCYCTBHI CUHTe3JeAiK: Ke3eHAl HaKThlday, WHBasMs IIeTiHiH/TepeHAIriHIH craHjapTTaphl,
HayKacTapAbl >KOCIapAbl 0Oackapy, OTaJaH KeWiHIl coyadeaik TepamlusHBIH/KaTap >KYpPeTiH XUMMOTepaIlVsHbIH
YaKBIThI/TeXHIKACHI JK9He OTajaH KelliHri KaAIlblHa KeAyAi >KaKcapTy, COHAAlI-aK IIepUOIIepaTUBTIK XXYlieAiK Teparms.

Manpi3abl  paHgOMM3allMsAaHFaH CbhIHAKTap >KOFaphl KayilTi OTagaH KeliHri Koropraaapga (oH Iueri
KoHe/HeMece DKCTPaHOAaAbAbl Tapaly) CoyAeAiK TepallisIFa >KOFaphl 403aAbl IVCILAaTUHAL KOCY SKepridiKTi alfiMaKThIK,
GaKbl1ayAbl SKOHE aypyChI3 eMip CypyAi KakcapTaTsHbIH KopceTTi. Llucnaartunai (40 mr/m?) anta caiiblH eHIi3yAiH OHBIL
100 mr/m? aosaceiHZa 3 anTa OOVIbIHA €Hri3yAeH acepi KeM eMec api yBITTBIABIFBI a3. MoribiHHBIH cNO KkesiHAeri
>XKocmapAsl eMi auMmQa TyitiHAepAeri pelnANBTeH KelliH TepannsAbIK, MOMBIH AVCCEKIIVSICBIMEH CaABICTEIPFaHAa OMip
CYpya4l >KakcapTaAbl, al INOAFBIHIINB AMM@a TYiHiHIH OMOIICHMACH OHKOAOTMAABIK TyprpigaH cI1-2N0O aypyniHAa
MOJBIHHBIH CeAeKTMBTI AMCCeKIMAChIHA OalaMaabl eKeHi aHBIKTaAABl 9pi epTe aypyIIaHABIK JeHTeili TOMeH eKeHi
Oeariai 60aap1. OTagaH KeliHIi KapKBIHABIABIFBI MOAYAAIIMAAAHFaH coyaeik Tepanus 3D-CRT-MeH caabICTBIpraHAa
KCepOCTOMUSAHBI asaiTagbl. OTagaH KeiliH ~6 aniTagaH acTaM KigipicTep XKoHe eMAeyAiH asKTaAy YaKbIThIHBIH y3apybl
HayKacTapAbIH ©Mip Cypy callachIHBIH Halllap/AayblHa oKeadedi. EpTe g91ea4ep Gac 1meH MOVIBIHHBIH pe3eKINsAaHaTbIH
’KaAmak >Kacyllladbl KapIMHOMachiHAa IepuonepaTusTik PD-1 aHTH-TepanmschIHBIH THUiMAiAiriH pacraiigel. Aa
CTaHAApPTTHl eMHeH KeliHri agpioBaHTThl PD-L1 aHTHM-MOHOTepammsachl Tepic HOTIDKe Oepai. AKayAblH CHIHBIOBIHA
OeltiMaeareH, MyIle KBI3METiH cakTay MeH MeH aAbIOBaHTTBI Tepallysiara AalBIHABIKTBL OachblM MakcaTKa aAraH
PEKOHCTPYKIIUs Tepi KUBIHABICHIHBIH, TYPaKThIABIFBIH CaKTall, OTadaH KeNiHIi KaAlblHa KeaAyai >KegeaAeTyai >KeHe
Kayincisgikke HyKkcaH KeATipMell aypyxaHaga 004y Y3aKTBIFBIH KBICKApTyAbl KaMTaMachl3 eTedi. XUpypTUsAABIK
J)KOAMeH OeKiTiareH, yakbITKa ce3iMTaa >KoHe ToyeKeare OeliMaeareH emaey TisOeri, COHBIH iITliHAe MOJIBIHHBIH
KeHEWTIATeH XUPYPIUAABIK eMAey dAicTepi, OTajaH KeliHIli KapKbIHABLABIKKA MOAYASLIMAAaHFAH CIyAeAiK Teparims,
XMMMOTepanusMeH OTajaH KeliHri KaAIlblHa KeATipy JKeHe CeAeKTUBTI MMMYHOTepanus aybl3 KybICBIHbIH KeHeNTiATeH
KaAllaK >Kacylllaabl KapIIMHOMacChH eMA€eYyAiH eH >KaKChl Kasipri HoTmKeaepin 6epeai. JKyprisiaim >xaTkaH sepTTeyaep
IepMoIepaTUBTIK MMMYHOTepanysIHE OipiKTipyAiH THiMAiiriH, opTama Kayin >karAalibIHAAFb €DCKalallVTHBI JKoHe
6uomapkepAi K0A4aHy KOpCeTKIiITepiH HaKThLAAABL.

Tyr1iH ce3gep: aybl3 KyBICHIHBIH JKaAllak, >KacyIIaAbl KapIIMHOMAaChl, XUPYPIVLsI, MOVBIH AMCCeKUIVISCH], MHBA3L
TepPeHAiri, OTajaH KeliHri CoyAeAiK Teparsl.

HepmonepauMOHHoe MyAbTIMOJAaAabHOE CeKBeHMPOBaHMe C HPI/IBH3K0171
K XMpypIn1ieCKOMy BMellaTeAbCTBY IIPYI MECTHO-PaACIIPOCTPaHEHHOM
IIA0CKOKA€TOIHOM paKe I1040CTH pTa: COBPEMEHHOE COCTOsIHYVIE M ITePCIIEKTVBbI
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! MaructpasT Kageaphl TpaBMaTOAOTUA TIOAOCTY PTa, YeAIOCTHO-AUIeBO 00AacTH 11 OPTOTHATUYECKON XUPYPIUH,
Ilepsas 6oapanma-$puanas CUHBIIZAHCKOTO MEAUITMHCKOTO yHuBepcuTeTa, Y pymun, Cunbizsas, Knrait
2 PhD xanamnaar CTOMaToA0rMYecKuii HaydHO-MCCAeA0BaTe AbCKIUI MHCTUTYTa CHHBIBIH-YATYPCKOTO aBTOHOMHOTO palioHa; Kagespa
TPaBMaTOAOTUI ITIOAOCTH PTa U 4eAIOCTHO-ANIIeBOI 0064acTy ¥ OpTOTHaTIdIecko xupypruu, Ilepsas 6oapanma-¢puanaa CUHBIBIHCKOTO
MeAUIIMHCKOTO yHmMBepcuteTa, ¥Ypymun, Cunpuzsas, Kurait
3 I'aaBHBII Bpady, mpodeccop, HayYHEI PyKOBOAUTeAD, Kadeapa TPaBMaTOAOIUU IIOAOCTH PTa U 4eAIOCTHO-ANUIIeBOI 001aCTI ¥ OPTOTHATIIeCKOI
xupyprun, Ilepsas 60apanna-puanas CHHBIBZIHCKOTO MeANIIMHCKOTO YHUBepcuTeTa, Y pymun, Cunbussas, Kurait

Pesome

Xupypruueckoe JedeHye OCTaeTcsl KpaeyroAbHBIM KaMHeM IIPH pe3eKTa0eabHOM MeCTHO-pacIpoCTpaHeHHOM
II10CKOKAETOYHOM pake I1040cTu pTa. OnTmMaabHBle Pe3yAbTaThl 3aBUCAT OT TOYHOTO OTOOpa IIallMeHTOB,
OHKO/OTMYECKOI BKCTUPIIaluM CO CcTparuduKanuerl IaToAOTMYeCKOTO PICKa, CBOEBPEMEHHON aAbIOBAaHTHOM
Ay4eBOI Tepamnmy C COIYTCTBYIOILIEN CHCTEMHOI Tepamrmeil nAy Oe3 Hee, OCHOBAaHHBIX Ha (PpaKTMIECKUX AAHHBIX
PEKOHCTPYKTUBHBIX CTpaTeIMil U, B IIOCAeAHEE BPeM:, XOPOIIO pa3padOTaHHON HeOaAbIOBaHTHOV/aAbIOBaHTHON
nMMyHoTepanun. Mel cuHTe3upoBaan gokasaTeabcTsa I-III ypoBHS 1 cOBpeMeHHBIVI KOHCEHCYC M3 aBTOPUTETHBIX
>KyPHaA0B U PyKOBOACTB II0 CAeAYIOLIUM BOIIpOCaM: YTOYHEHNE CTaAMPOBaHNUs, CTaHAAPTHI Kpast/TAyOMHBI MHBAa3UH,
IL1aHOBOE BeJeHMe TIIallMeHTOB C 3ab0AeBaHMAMM IIel, CPOKI/TEXHUKA IIOCAEONEepalViOHHON AydeBoil
Tepanuy/I1ocAeoepaliOHHON COIIYTCTBYIOIIE XUMMOAYYEBOI TepallMy M YCKOPEHHOe BOCCTAaHOBAEHME IIOCAe
orepanuy, a TakXXe IepuorepaloHHas CUCTeMHas Tepariys.

Basknple paHgOMM3MPOBaHHbIE MCCAeA0BaHMs TIOKa3aAl, YTO B ITOCA€OIepalIOHHBIX KOTOPTax BLICOKOTO pucKa
(IT0A0>XKUTEABHBINI Kpall M/MAYM SKCTPaHOAAABHOE paclpocTpaHeHNe) AoOaBAeHNe BBICOKOI AO3BI LMCIIAATHMHA K
I10CA€OTePAI[MOHHON  Ay4eBOll Tepanmmy yAydllaeT AOKOPETMOHaABHBIN KOHTpOAb U 0e3penuauBHYIO
BBDKIBaeMOCTh; ExxeHeeapHOe BBeAeHNe nucriaaTuaa (40 Mr/m?) He yerymaeT 3 HedeapHOMY BBedeHmio 100 Mr/m? u
MeHee TOKcu4HO. IlaaHoBoe aedenme miertHOro orgeaa cNO yaydmraer BBDKMBAEMOCTh IO CpPaBHEHUIO C
TepamneBTIYEeCcKOl IIeHONM AMCCeKINMel IIocde peluauBa AMMQOY340B, a OMOICK CTOPOXKeBOro AmnMQoysaa
OHKOAOTMYEeCKN DKBMBaJleHTHa CeAeKTUBHON IIeiHOM Amcceknuy npu 3adoaesanun cI'1-2N0 ¢ meHbmeit paHHei
3aboaesaemocThiO. llocaeomepanyonHas AydeBas TepanMs C MOAYAMPOBAHHONM WHTEHCUBHOCTBIO CHIDKAeT
Kcepocromuio 1o cpasHeHnio ¢ 3D-CRT; zagepsxkn Goaee ~6 Hedeab IIOCAe Ollepaluy U yBeAndeHNe BpeMeH!
IIPOXOXKAEHUs Kypca A€UeHMs CBSA3aHBl C XyAlllell BbDKMBAeMOCTbIO. PaHHMe TIIpU3HaKM ITOATBEPKAAIOT
¢ PpexTUBHOCTS NepuoneparoHHoi antu-PD-1 Tepanum npu pe3ekTaOeAbHOM I10CKOKAETOYHOM pakKe TOAOBBI U
e, B TO BpeMs Kak agbioBaHTHas aHTU-PD-L1 MoHOTepamms mocae cTaHAapTHOTO JAedeHUs OKa3aaach
oTpuIiaTeAbHOM. PeKOHCTpyKINs, ajanTupoBaHHas K KAaccy AdedeKTa ¢ IPUOPUTETOM (PYHKUINMM U TOTOBHOCTU K
aAbIOBAaHTHOI Tepammy, oOecIlednBaeT BBICOKYIO BBIKMBAaeMOCTh AOCKyTa, YCKOpeHHOe BOCCTaHOBAEHME II0CAe
omepanum ¥ COKpallaeT MPOAOAXKUTEABHOCTh rocnuTaansanuy 6e3 ymepOa Aas GesomacHocTH. XUPYpPTUYECKN
¢ukcuposaHHas, UyBCTBUTEAbHas KO BpeMeHM M ajanTupyeMas K PHUCKY I10CAeJ0BaTe€ABHOCTh JA€YeHNs,
BKAIOUAIOIas COBPeMeHHBIe MeTOALI JAedeHnus 3aboaeBaHMII IIel, ITOCAEOIIePallIOHHYIO Ay4YeBYIO Tepamlmio C
MOAYAUPOBAaHHON MHTEHCUBHOCTBIO, ITOCAEOIIePalIIOHHYI0 PEKOHCTPYKIIMIO C IIOMOIIIBIO XMMMOAYYEeBOI Teparnun
CeJeKTUBHYIO MMMYHOTepanuio, oOecriednpaeT HauAydlllMe TeKyIye pe3yAbTaThl Ae4eHMs paclpOCTpPaHEeHHOTO
II10CKOKAETOYHOTO paka moaoctu pra. IIpogoaskarommecs nccaeloBaHNs IIO3BOAAT ONpPeseaANTh dPPeKTUBHOCTD
MHTerpaljiy IepUoNepaliOHHON MMMYHOTepanuy, AedcKadaluio HPpU IPOMEXYTOYHOM PUCKE U yTOYHEHUe
ITOKa3aHMI K IPUMeHeHNIO O1IOMapKepoB.

KaiogeBble ca0Ba: NMA0CKOKAETOUHBIN paK MOAOCTM PTa, XUPyprudeckoe BMeIlaTeAbCTBO, AMCCEKUIVs IIel,
rayOmHa MHBa3Ny, IIOCAeoIepaljiOHHasl AydeBas Teparyis.
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