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LETTER TO ABSPATHOLOGY

I read with much interest the scientific article published for the Brazilian professor at the UNICAMP, Lopes et al. published in the Oral Maxillofac Surg 60: 142, 2002[1] about this interesting, however - controversial theme - whose article promoted us a new view for concepts yet well established. 

   If well understood, the proposition of this work would have been to determine a histological parameter or molecular biomarker capable of predicting cervical lymph node metastases. For this, was used the histological classification developed by Anneroth, Batsaskis and Luna (1987)[2], which to be accurate and to be reproducible needs serial or semi-serial sectioning. 

   This sectioning to have to be used in the sectioning of all lymph node removed particularly in the T3/T4 tumor, without the apparent presence of metastases in lymph node, because the serial sectioning might show occult micro-metastasis that usually are not detected for the routine microscopic examination such as reported by Ambrosch and Brinck (1996). [3]

    As 7/10 (70%) patients presented neoplasm localized in tongue and floor of mouth, is possible that the association of the T1/T2 stages and the presence of nodal metastases might have not been verified in carcinomas occurring another anatomic regions, which usually present themselves with a less aggressive biologic behavior, not included in the study of Lopes et al. (2002).[1] Usually, in tongue and floor of mouth, the carcinomas have been associated to high frequency of recurrence or residual tumor, high frequency of lymph node metastases, and poor prognosis. [4] At least in part, this biological behavior might be explicated by the presence of sub-clinic metastases, which in T1/T2 group of Lopes et al's study was 3/10 (30%). [1] 

   Other interesting result was the absence of metastases in the T3/T4 stages - particularly for the lesions in tongue and floor of mouth; considering that the size of the carcinoma is connected to the increase of the depth of invasion and this latter with the vascular invasion and with the presence of metastases in the lymph nodes. [5] Possibly, this result (absence of clinic metastases) might be explicated by the follow up inferior to three years (table 1); as well as because in this group was only selected tumors with high cellular differentiation (table 2); or independence between lymph nodes metastases and T stage, such as was suggested for the statistical difference not significant between the two groups (T1/T2 and T3/T4), with relation to depth of invasion (p>0.05). However, this result contrasts with various studies that well- established statistical correlation between depth and pattern of invasion, invasion vascular and the incidence of metastases in lymph nodes. 

   The conclusion that the degree of keratinization (p<0.01) is superior in prognostic valor to all other measured parameter, [6] also contrasts with the results of various other studies that consider to be the evaluation of the degree of keratinization, in percentage value (parameter 1 of Anneroth et al., 1986), subject to evaluative error, considering that there is a considerable subjectivity in the intra/inter personal evaluations; as well as because the keratinization grade present itself variable in the different depths of the carcinoma. Indeed, in some carcinomas, especially in those localized at the tongue and floor of mouth, have been observed frequent association between a high keratinization and polymorphism nuclear and/or invasive growth.[7], contrasting with the results verified in the group T3/T4 of the study of Lopes et al. (2002).
   Immune histochemical results obtained with bromodeoxy uridine (BUdR) labelled tumors indicated that this type of tumor might displayed a relatively high proliferation tendency and BUdR storage rate in more highly differentiated areas (marked keratinization), whereas other poorly differentiated tumors or tumor areas might exhibited relatively low storage rates. [8] Besides, the keratin pearl usually expresses a high concentration of abnormal cytokeratins,[9] which might be connected to a more aggressive biologic behavior.

COMMENTS OF ABSPATHOLOGY

The critical done are correct and must be considered when of the realization of a future work. For this purpose, a sample more representative of all histological grades of malignance and clinic behavior of the oral carcinoma another anatomic localizations are necessaries. 

   I do not agree with the conclusion expressed by Lopez et al. (2002), which affirm there not be any predictive histological variable superior to the degree of keratinization. In my opinion parameters such as immune response, pattern of invasion, stage of invasion, vascular invasion, histological score and histological gradation of malignance have greater predictive valor than the degree of keratinization, because the conclusion Lopez et al.' had as basis an illusory supposition that the unique parameter that presented statistical difference between two groups (with and without metastasis) was the degree of keratinization. 

   Considering that 19/20 (95%) cases of the studied sample were constituted by neoplasm with increased keratinization, as well as because in the group with metastasis only 1 tumor presented rise in the histological score of keratinization (score 3) (table 2), these data contrast with the conclusion of the authors. For me, the 9/10 (90%) cases with the pattern of invasion scores 3 and 4, as well as 10/10 (100%) cases with the stage of invasion scores 3 and 4, or the 3/10 (30%) cases with lympho-plasmatic infiltration presenting score 3 are more representative of the biological comportment of the tumors in this group (T1/T2 N+) than the degree (1 and 2) of keratinization reported by Lopes et al. (2002), in spite of the authors have also verified score 3 for the stage and pattern of invasion in the group without metastasis, and increased lymphocytic infiltration in both groups. 

   Other interesting result was that in the group T3/T4 NO, same having a carcinoma 23 mm of depth of invasion, not to present metastasis. Possibly, this patient died before developed them, such as occurred with other four patients whose follow up was inferior to 3 years (cases 2, 4, 5 and 6). In addition, two of these patients developed lung metastasis (case 4, case 6, T3/T4 N0, table 1), in spite of presenting increased histological keratinization grade. These dada confirm the conclusion reported in various other articles that proved the low predictive valor of the grade of keratinization, as well as contrasts with the reports of Lopes, Sauks et al. (2002) [1] about the importance predictive of the keratinization grade, since the two groups (with and without metastasis) were constituted by tumors presenting a great quantity of keratin (scores 1 and 2).  

   Results (group T1/T2 N+) of Lopes et al. (2002) confirm the report of Lund et al. (1975) with relation to increased correlation between an increased gradation histological and frequency of metastasis in T1/T2 clinic stage. However, the formers authors promoted us also a new view to the biological behavior of tongue and mouth carcinomas in the stage T3/T4 clinic stage, whose tumors, same presenting increased histological score (3) to the pattern and stage of invasion (depth of invasion from 6 to 23 mm), was not identified metastasis.  

   If after the serial or semi-serial sectioning of all cases in the group T3/T4 N0, the authors do still not identify any micro-metastasis, I suggest future searches for biomarkers that better characterize to immune response of these patients, and not the keratinization degree - considering its low prognostic valor - such as was proved for the data reported for the authors in the group T1/T2, in this valuable and interesting; however, controversial pilot study. 
    I salient the importance of the research of occult micrometastasis because the study realized by  Karakida K, Ota Y, Aoki T, Yamazaki H, Tsukinoki K. (2002), whose Examination of histological malignancy showed a significant correlation between the pattern of invasion and the incidence of occult metastasis to the cervical lymph nodes, since was identified a significant difference between the total score of the group without occult metastasis (12.8 points) and that of the group with metastasis (14.4 points). Occult metastasis of the cervical lymph nodes occurred in 15 out of 68 patients (22.1%). It occurred in 18.4% of T1 patients and 26.7% of T2 patients. Although the incidence of metastasis was higher in patients with larger tumors, a significant difference was not observed. Examination of the thickness of the tongue tumors revealed a mean value of 3.5 mm in patients without metastasis versus 5.5 mm in patients with metastasis, which was a significant difference. Examination of histological malignancy showed a significant correlation between the pattern of invasion and the incidence of occult metastasis to the cervical lymph nodes.

       If the erudite professor of Oral Diagnosis at the UNICAMP/PIRACICABA to permit, I would like of correcting him: "for the oral carcinoma, at this time, there is not still any prognostic histological parameter better than the histological grade or score of malignance", such as  was demonstrated for Kurokawa H, Zhang M, Matsumoto S, Yamashita Y, Tomoyose T, Tanaka T, Fukuyama H, Takahashi T (2005). In a multivariate analysis, patients with tumor depth >/=4 mm, IFG >/=8 points, and nodal metastasis had a reduced disease-free survival and IFG >/=11 points had a predictive value for nodal metastasis (odds ratio: 7.34; P = 0.0019), concluding that a high IFG malignancy score had a high prognostic value for squamous cell carcinoma of the tongue. 
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