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Follow up (years)

Patient number Sex Age' (years) TNM Primary site* Outcome

1 F 29 T NoMy LE 7 A -
2 F 32 T>NoMy LE 8 A -
3 B 37 T\NoMo RE 5 A -
4 F 51 T2NoMy LE 6 A -
5 M 59 T NogMg LE 5 A -
6 M 59 T\NoMg IEE 5 A -
7 B 69 T1NoMg LE 7 A =
8 M 72 T\ NoMy EE 6 A -
9 M 74 T NoMo RE 5 A -
10 M 75 T2NoMg LE 6 A -
11 F 78 TiNoMo LE 5 A =
12 M 76 T NoMy RE 5) A -
13 M 76 T NoMy EE 5 A -
14 F 78 T\ NoMo LE 5 A -
15 F 83 T,NoMo LE 5 A -
16 15 87 T2NoMy LB 5 A -
17 F 36 T>NoM, LE 1 A 3
18 M 47 T\NoMy RE 4 A 5
19 M 51 T{NgMg RE 2 A 15
20 M 52 T\ NoMy RE 12 D 18
21 M 55 T>NoMg LE 8 A 10
22 M 66 T2NoMg RE 7 A 8
23 F 69 T>2NgMg RE 3 A 3
24 M 69 T NoMy LE 1 D 8
25 M 73 T>NoMg RE 4 A 5
26 M 74 T NoMg ND 6 A 10

*For 26 patients with early tongue squamous cell carcinoma treated at Okayama University Hospital, Japan. TAt time of initial surgery. *Site
of primary tongue carcinoma. **Interval between surgery for primary tongue carcinoma and presentation of neck metastases. TNM =
tumour—node-metastasis classification (according to the Union for International Cancer Control criteria) at presentation; F = female;
LE = left edge of tongue; A = alive; RE = right edge of tongue; M = male; D = died of tongue carcinoma; ND = no data

by Lewis lung tumour cells implanted subcutaneously

relationship between HMGB1 expression and late neck
in recipient mice.” Recently, HMGBI overexpression

metastasis in early tongue SCC.

HMGBI1 and RAGE have been identified as a ligan-
d—receptor pair that play an important role in regulating
the invasiveness of tumour cells.'” In addition,

HMGBI is considered to be a general regulator of
cell migration.” HMGBI is known to be a metastasis-
associated gene. The administration of anti-HMGBI1
antibodies was shown to suppress metastasis formation

Characteristic n

has also been reported in several kinds of cancers in
the head and neck region. Expression levels of
HMGBI1 were higher in a metastatic oral SCC cell
line than those in a non-metastatic oral SCC cell
line."”> HMGBI expression significantly affects the
prognosis of patients with oesophageal SCC by regulat-
ing the expression of vascular endothelial growth factor

Cases' (n) Controls* (n) Crude OR 95% CI
Sex
— Male 15 8 T 5.14 0.82-32.30
— Female 11 2 9 1.00
Age (years)
— <63 11 5 6 1.67 0.34-8.26
- >63 15 5 10 1.00
Tumour (T) classification**
-T 16 5 11 1.00
-T, 10 5) 5 2.00 0.43-11.22
Pathology
— Well differentiated 15 10 1.00
— Moderately to poorly differentiated 11 5) 6 1.67 0.34-8.26
HMGBI score
—0-4 16 4 12 1.00
-5-7 10 6 4 4.50 0.82-24.6

*For 26 tpa\tients with early tongue squamous cell carcinoma treated at Okayama University Hospital, Japan. TLate neck metastasis cases;

n=10.
CI = confidence interval

Patients with no metastasis; n = 16. **Determined according to Union for International Cancer Control criteria. OR = odds ratio;
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~ TABLE IlI
POTENTIAL PROGNOSTIC FACTORS FOR LATE NECK
METASTASIS*
Prognostic factor Adjusted 95% CI P
OR
HMGBI score (5-7 vs 3.82 0.55-26.50 0.18
0-4)
Sex (male vs female) 9.28 0.82-105.13  0.072
Tumour (T) classification 5:97 0.53-6492 0.15
(T2 vs Ty)

*For 26 patients with early tongue squamous cell carcinoma
treated at Okayama University Hospital, Japan. OR = odds
ratio; CI = confidence interval

C to promote lymphangiogenesis and lymph node
metastasis.'* HMGB1 overexpression has been asso-
ciated with tumour classification, node classification,
distant metastasis and clinical stage in nasopharyngeal
carcinoma.'” Liu ez al. concluded that HMBG1 protein
may contribute to the malignant progression of head
and neck SCC, and may provide a novel prognostic
marker and potential therapeutic target for patients
with head and neck SCC."?

Although male sex is sometimes mentioned as a
factor associated with a high risk of occult metastasis
in oral cancers,'® sex generally does not influence prog-
nosis in patients with tongue cancer.'’” The association
seen in the present study may reflect not only sex itself,
but sex differences in smoking prevalence.'® In other
words, sex partly explains the residual confounding
as we did not directly adjust for smoking status.

e Overexpression of HMGBI1 has been reported
in a variety of human cancers

e Few studies have investigated the relationship
between HMGBI1 expression and head and
neck cancer prognosis

e This study examined whether late neck
metastasis in early tongue squamous cell
carcinoma (SCC) can be predicted by
evaluating primary lesion HMGBI1 expression

e HMGBI expression may not be a strong
predictor for late metastasis of early tongue
SCC

Risks of occult metastases and local recurrence
have been reported as higher in patients with patho-
logically staged T, tumours than in those with patho-
logically staged T, tumours.® However, in the present
study, status in terms of T; or T, did not appear to be
an important factor for predicting late neck metastasis
in crude analysis (odds ratio = 2.00). One possible
explanation for this discrepancy may be our strict
choice of patients (we only included those who under-
went partial glossectomy as an initial treatment).
Alternatively, as already discussed, HMGB1 may
mask true strong relationships between tumour
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classification and neck metastasis. The association
would then become clearer after adjusting for HMGBI.

As overexpression of HMGBI is not always seen in

all types of cancer, individual studies of HMGBI1 levels

in

specific cancer types are needed.'” More work is

necessary to clarify whether HMGBI is involved in
the development and metastasis of tongue SCC.

Conclusion

No significant difference in HMGBI1 expression level
was identified between early tongue SCC patients
with late neck metastasis and those without. More
work will be necessary to clarify the relationship
between HMGBI1 expression and late neck metastasis
in early tongue SCC.
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