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Abstract. Oral mucosa cancer (OMC) is a moderate oncological disease of the
head and neck, characterized by a steadily increasing incidence and potentially
disabling features. Summarizing the analysis of the effectiveness of comparing the
recurrence prognosis based on the degree of histological differentiation and the actual
development of relapses in oral mucosal cancer, it was shown that the degree of
histological differentiation, despite its importance for the morphological characteristics
of the tumor, cannot be considered an independent and reliable predictor of recurrence.
As clinical examples demonstrate, in both G1 and G3 cases, results may be observed
that contradict those expected based on morphological criteria.
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AnHotanus. Pax causucroir o6onouku mojoctu pra (PCOIIP) sBasercs
YMEPEHHBIM OHKOJIOTUYECKUM 3a00JIEBAaHUEM TOJIOBBI U IIIEH, XapaKTePU3YIOITUMCS
MOCTOSIHHBIM TTOBBIIIICHUEM 3a00JI€BAEMOCTH M MOTEHIIMATHFHO WHBAIUIA3UPYIOITUMU
ocobeHHocTsiMU. [lonBoas uror aHanuszy 3(PPEKTUBHOCTUA COMOCTABIEHUS MPOTrHO3a
peruarBa TIO CTEMEeHW THUCTOJOTHYECKON au(GepeHITUpPOBKH U (HAaKTHUIECKOrO
pasButusi peuuauBoB PCOIIP, mnokaszana, 4YTO CTENEHb T'MCTOJIOTHYECKOU
i depeHIMpOBKY, HECMOTPS HAa CBO€ 3HA4YeHHe Uil  MOP(OJIOrHYecKon
XapaKTePUCTUKU OMyXOJW, HE MOXKET paccMaTpPUBATHCS KaK CaMOCTOATENIbHBIM M
HAJIeKHBIM TpeauKTOop penuanBa. Kak MOKa3bIBalOT KIMHUYECKUE IPUMEPHI, B
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ciydasx kak Gl, tak u G3 Morytr HaOMIOJAThCS PE3ybTaThl, MPOTHUBOpPEUAIIHE
OKHJIAEMBIM TI0 MOP(OJIOTUUECKIUM KPUTEPHSIM.

KuroueBble ci1oBa: pak cau3ucToi 000710YKH MOJIOCTH PTa, OHKOJIOT U, JIEYCHHE,
pEeLrInB, UCXO/I.
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AnHoTtauus. Oru3 OYIUIMFY IIWUIMK KaBaTH CapaTOHHU - OOl Ba OYWMHHUHT
¥pTaya papakajard OHKOJIOTHMK Kacaiuru Oynmb, y aoumuil paBuiijga ycud
OopaéTran KacaJuIHK Ba MOTEHI[MAT HOTUPOHIIMK XYCYyCUsTIapu OuiiaH TaBcudaHaIm.
Ofu3 OYyNUIMFY NIWIIMK KaBaTH CapaTOHHWJIA PEIHUIUBIAPHUHT THCTOJOTHK
mubdepeHmanys  Japakacui  Ba  XaKMKUM  PHBOKJIAHUIINIAa  acOCJIaHTaH
PELUAMBIIAHUII TPOTHO3WHUA TAKKOCHAIl CaMapaJopJIMTMHU  TaxXJIUid KUJUIIHU
xamuad, THUCTONOrMK AuddepeHuuanus AapakacuHU, YCUMTAHMHT MOpP(OIOTUK
XYCyCUsITIapU yYyH MYXUMJIMTUTA Kapamai, peruIuBIAHUIIHUHT MYCTAKWI Ba
UIIOHYWIM TPOTHO3M cHdaThaa KYpuO YMKWIMIIK MYMKHH 3MACIIUTH KypCaTHIITaH.
Knuank mucommap mynu kypcataauku, Gl Ba G3 xomarmapuma xam MOp(dOIOTHK
Me30HJIapra Kypa KyTWITaH HaTWXajlapra 3] OyiraH HaTwkajgap Ky3aTHIUIIHA
MYMKHH.

Kaaut cy3aap: oru3 OVIIITUFY IIWUIUK KaBaTU CapaTOHU, OHKOJIOTHS, JJABOJIAII,
pernarc, HaThxa.

Relevance. Oral mucosal cancer (OMC) includes malignant neoplasms of the
lips, tongue, floor of the mouth, buccal, gingival, retromolar, and palatal areas, as well
as the soft and hard palates. According to GLOBOCAN, more than 377,000 new cases
of oral cancer are registered annually worldwide, with more than 177,000 patients
dying from this disease [7]. Oral cancers are not only associated with a high risk of
mortality but also cause a significant decrease in quality of life, long-term disability,
and severe economic consequences for the patient, family, and the healthcare system.
Current approaches to the treatment of OMC involve the mandatory use of multi-stage
regimens, including surgery, radiation therapy, and chemotherapy in various
combinations. In most cases of localized tumors, surgical resection followed by
radiation therapy is used, while locally advanced forms require neoadjuvant
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chemoradiotherapy followed by radical surgery [6]. Combined treatment, including
surgery, radiation, and chemotherapy, remains the preferred method. However, the risk
of local recurrence and metastasis, even after multi-stage treatment, remains high,
highlighting the need for more accurate predictors of adverse outcomes in the early
stages. Predicting treatment outcomes in RCMP is traditionally based on clinical and
morphological classifications, of which the TNM system proposed by the UICC and
AJCC remains the leading one. TNM criteria take into account the size of the primary
tumor (T), regional lymph node involvement (N), and the presence of distant
metastases (M). In clinical practice, the disease stage determined by TNM directly
influences the choice of treatment strategy and assessment of the long-term prognosis.
Higher stages (I11-1V) are associated with worse survival rates and a higher recurrence
rate [1].

Along with topographic staging, morphological characteristics of the tumor play
an important role. Among these, the degree of histological differentiation of the tumor
(G) is particularly important. Well-differentiated tumors generally exhibit a more
favorable course, while poorly differentiated forms (G3-G4) are prone to aggressive
growth, early metastasis, and treatment resistance. However, the degree of
differentiation remains a qualitative and, to a certain extent, subjective criterion,
subject to interobserver variations [2].

The patient's overall functional status is assessed using the ECOG (Eastern
Cooperative Oncology Group) scale, which reflects the degree of preservation of
physical activity. These parameters are very important when planning and choosing the
scope of treatment. This prognostic method can correlate with prognosis. For example,
it is known that patients with ECOG scores of 0-1 generally tolerate intensive treatment
programs better and have a higher chance of a favorable outcome. Meanwhile, as many
clinicians point out, ECOG is a non-specific indicator reflecting the general somatic
condition, and not the properties of the tumor itself [5]. In clinical practice, assessment
of treatment response based on the results of visual and instrumental monitoring
(RECIST, PET-CT, endoscopy, etc.) is also used. A complete or partial response after
therapy is often interpreted as a favorable prognostic sign. However, even with visual
tumor regression, viable cells may persist in the intervention area or lymph nodes,
leading to recurrence. All this indicates that the clinical response to treatment does not
always reflect the true biological activity of the tumor [3].

Despite their widespread use, the sensitivity and specificity of traditional
prognostic methods, such as TNM staging, the degree of differentiation, and clinical
response assessment, remain limited. According to meta-analyses, the disease stage
according to the TNM classification demonstrates a moderate sensitivity (60-75%) and
specificity (70-80%) in predicting overall outcomes and the risk of recurrence [4].

The aim of this study is to improve the prediction of outcomes of complex
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treatment for RCMP by developing pathogenetically based methods based on regular
changes in immune system parameters.

Materials and Methods. The study included 124 patients with oncological
lesions of the oral mucosa, who were examined and treated at the Bukhara regional
branch of the Republican Specialized Scientific and Practical Medical Center of
Oncology and Radiology of the Ministry of Health of the Republic of Uzbekistan for
the period from 2020 to 2022. All patients were verified and classified by outcomes
during a three-year follow-up (until 2025) depending on the outcome of complex
treatment into comparative and main groups. The criteria for inclusion of patients in
the study were: morphologically verified diagnosis of malignant neoplasm of the oral
mucosa (RSOPR, lateral surface of the tongue, cheeks, etc.), corresponding to ICD-10
(C01-C06); primary referral for specialized oncological care, without previous
treatment (including chemotherapy, radiotherapy and immunotherapy); the age of
patients from 18 to 75 years; Comprehensive treatment, including surgery, radiation
therapy, and/or chemotherapy, administered within the framework of oncology care
standards; the possibility of a 3-year follow-up after completion of the primary course
of treatment (to assess prognosis and outcome); and adequately obtained informed
consent to participate in the study, including immunological testing and subsequent
data processing.

Study Results. An analysis of the correspondence between the recurrence
prognosis formed based on the degree of histological differentiation of the tumor and
the actual clinical outcomes in patients in the control group revealed both general
patterns and significant discrepancies in a number of clinical situations (Table 1). For
example, in the subgroup of patients who underwent surgical treatment without
additional interventions, the recurrence prognosis formed based on the G-criterion was
22.7%, while in fact, relapse was recorded in only 13.6%.

We observed a similar discrepancy in prognostic values in patients who received
comprehensive treatment, that is, patients who underwent surgery followed by a course
of radiation and chemotherapy. The prognosis for patients in this subgroup was 33.3%,
while relapse was actually observed in only 11.1%. In fact, overprediction was three
times higher. This was observed in two subgroups: while in the first subgroup it was
twice as high, in the second subgroup it was three times higher.

This discrepancy was particularly pronounced in patients who received
chemotherapy alone. In these patients, we predicted a recurrence rate of 75%, but in
reality, it occurred in only 37.5% of patients, a rate exactly half that of chemotherapy
alone. In most of these cases, chemotherapy was used as the only possible treatment
option when radiation therapy was contraindicated or surgery was refused. Meanwhile,
with radiation (without surgery), the prognosis was 58.3%, but in reality, it occurred in
41.7% of patients. This means the discrepancy was less pronounced, but still significant

https://openresearch-hub.com/index.php/new Volume-89_Issue-2_November-2025


https://openresearch-hub.com/index.php/new

JOURNAL OF NEW CENTURY INNOVATIONS

(by 16.6 percentage points).

Table 1

Comparative prognostic assessment of recurrence of RCMP based on the
degree of histological differentiation and its actual progression

PARAMETERS RECURRENCE AFTER TREATMENT
FORECAST FACT

Surgeries, n (%) 10 (22,7 %) 6 (13,6 %)
Radiation therapy, n (%) 14 (58,3 %) 10 (41,7 %)
Chemotherapy, n (%) 12 (75,0 %) 6 (37,5 %)
Combination therapy, n (%) 18 (33,3 %) 6 (11,1 %)
Tumor location in the tongue, n (%) 12 (26,1 %) 14 (30,4 %)
Tumor location in the cheek, n (%) 16 (44,4 %) 12 (33,3 %)
Tumor location in the floor of the mouth, n (%) 12 (54,5 %) 16 (72,7 %)

Additional differences were found when analyzing tumor location. For example,
for lesions in the floor of the mouth, the actual risk of recurrence exceeded the predicted
risk by 18.2 percentage points, while for lesions on the tongue and cheek, the predicted
and actual values were comparable.

For illustration purposes, two clinical examples are provided, demonstrating, on
the one hand, the weak predictive power of the differentiation grade with favorable
morphology, and, on the other, a comparative clinical case demonstrating the
paradoxical absence of recurrence with an unfavorable G-score.

Example 1. Patient A.M., 59, was admitted with complaints of a long-term non-
healing ulcer on the inner surface of his right cheek. Based on the histological report,
a diagnosis of squamous cell carcinoma G1 was established. The disease stage was
determined as T2NOMO, stage I, ECOG — 0. The patient underwent surgical treatment,
including local excision of the buccal mucosa tumor with the creation of a local
mucosal flap. The excision was performed within clinically healthy tissue, formally
achieving an RO resection. The postoperative period was uneventful. Due to the
favorable stage, high degree of differentiation, and the radical nature of the surgery, no
additional therapy was considered. The patient was followed as an outpatient.
However, an 8-month follow-up examination revealed dense mucosal thickening along
the scar margin. A biopsy confirmed tumor recurrence with G2 features and no lymph
node involvement. A repeat surgery and a course of external beam radiation therapy
were performed.

As demonstrated in this clinical case, despite a favorable morphological profile
(G1) and radical surgery with negative wound margins, a relapse developed within the
first year, calling into question the prognostic reliability of the differentiation grade in
isolation. Moreover, when analyzing the disease progression, we noted clinical cases
in which the prognosis was based solely on the degree of differentiation, which

https://openresearch-hub.com/index.php/new Volume—89 Issue-2_November-2025


https://openresearch-hub.com/index.php/new

JOURNAL OF NEW CENTURY INNOVATIONS

repeatedly overestimated the risk of recurrence of oral mucosal cancer. To support this
assertion, we provide a description of another typical clinical case.

Example 2. Patient Sh.D., 67, presented to the Bukhara Regional Branch of the
Oncology Center complaining of pain in the sublingual region and difficulty speaking
and swallowing. Examination and CT data revealed the diagnosis: "cancer of the oral
mucosa, T3N1MO, stage Ill, squamous cell carcinoma, nonkeratinizing, differentiation
grade G3."

On admission, her ECOG score was 1. Given the location, size of the tumor, and
the presence of an enlarged regional lymph node, the patient underwent combined
treatment. The first procedure was a radical surgical procedure involving a floor of
mouth resection with partial resection of the hyoid muscle and unilateral cervical
lymph node dissection (levels I-111). Postoperative histological examination revealed
stage Ill tumor without extracapsular invasion. After complete wound healing, the
patient underwent external beam radiation therapy (64 Gy to the tumor bed and
regional lymph nodes). Following this comprehensive treatment program, no
complications were observed in the postoperative period, and the patient returned to
her original functional state. Follow-up examinations at 3, 6, 12, and 24 months
revealed no signs of recurrence.

This case demonstrates that despite the morphologically unfavorable presentation
(G3) and stage |11 disease, comprehensive treatment ensured sustained remission for
more than 2 years. This course of the disease demonstrates that prognosis based solely
on the degree of differentiation may overestimate oncological risks, especially in cases
where radical treatment has been achieved and the full potential of combination therapy
has been realized.

Conclusion. Summarizing the effectiveness of comparing the recurrence
prognosis based on the degree of histological differentiation with the actual
development of relapses in RCMP, we found that the degree of histological
differentiation, despite its importance for the morphological characteristics of the
tumor, cannot be considered an independent and reliable predictor of relapse. As
clinical examples demonstrate, in both G1 and G3 cases, results may be observed that
contradict those expected based on morphological criteria. These clinical examples and
statistical data analysis highlight the need for a more multidimensional approach to
prognosis, incorporating, in addition to morphology, clinical course and treatment data,
on the one hand, and the need to analyze immunological markers, on the other.
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