Clinical & Molecular Diagnosis of
Nasopharyngeal Carcinoma(NPC)
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— Complete history of the disease
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— Weight and weight loss
— Fiberoptic examination of head and neck mucosa

— Neck examination

— Evaluation of cranial nerves (I, II, I1I, IV, V, VI, VIII,

IX, XID including audiometry
— Biopsy under local anesthesia
— Endoscopy under general anesthesia with biopsy
— FNA of neck lymph nodes if primary not present
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Fig. 1. Visualization and examination of nasopharynx by fibe-
roptic pharyngoscopy.
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Tablel. Staging system for nasopharyngeal carcinoma (Wei WI and Sham JST. Lancet, 2005)

The American Joint committee on cancer staging>?

Ho staging*®

Tumour in nasopharynx(T)

Primary tumour (T)

T1 Tumour confined to the nasopharynx

T2 Tumour extends to soft tissues of oropharynx and/or
nasalfossa
T2a Without parapharyngeal extension
T2b With parapharyngeal extension
T3 Tumour invacles bony structures and/or paranasal sinuses

T4 Tumour with intracranial extension and/or involvement of cranial
nerves, infratemporal fossa, hypopharynx, or orbit

T1 Tumour confined to nasopharynx(space behind choanal orifices
and nasal septum and above posterior margin of soft palatein
resting position)

T2 Tumour extended to nasal fossa oropharynx, or adjacent
muscles or nerves below base of skull

T3 Tumour extended beyond T2 limits and subclassified as follows:
T3a Bone involvement below base of skull (floor of sphenoid
sinus is included in this category)

T3b Involvement of base of skull
T3c Involvement of cranial nerve (s)
T3d Inveolvement of orbits, laryngopharynx (hypopharynx),

or infratemporal fossa

Regional lymph nodes (N)

Regional lymph nodes (N)

The distribution and the prognostic effect of regional lymph node
spread from nasopharynx cancer, especially of the undifferentiated
type, is different from that of other head and neck mucosal can-
cers and justifies use of a different N classification scheme.

NX Regional lymph nodes can not be assessed
NO
N1

No regional lymph node metastasis

Unilateral metastasis in lymph node (s), 6cm or less in
greatest dimension, above the supradavicular fossa
N2 Bilateral metastasis in lymph node (s), 6cm or less in greatest
dimension, above the supraclavicular fossa

N3 Metastasis in a lymph node (s)
N3a Greater than 6cm in dimension
N3b Extension to the supraclavicular fossa

NO
N1

Node palpable or thought to be benign

Node(s) wholly in upper cervical level, bounded below by
the skin crease extending laterally and backward from or just
below thyroid notch (laryngeal eminence)

Node (s) palpable between crease and supraclavicular fossa
the upper limit being an line joining the upper margin of the
sternal end of the clavide and the angle formed by the lateral
surface of the neck and the superior margin of the trapezius
Node (s) palpable in the supraclavicular fossa and/or skin in-
volvement in the form of carcinoma en cuirasse or satellite
nodules above the clavicles

N2

N3

Distant metastasis (M)

Metastases (M)

MX Distant metastasis cannot be assessed
MO No distant metastasis
M1 Distant metastasis

MO No haematogenous metastases

M1 Haematogenous metastases present, and/or lymph nodal
metastases below the clavicle

Stage grouping Stage grouping
Stage 0 Tls NO MO
Stage | T1 NO MO Stage | T1 No
Stage IIA T2a NO MO Stage Il T2 and/or N1
Stage IIB T1 N1 MO
T2 N1 MO
T2a N1 MO
T2b NO MO
T2b N1 MO
Stage lll T1 N2 MO Stage lll T3 and/or N2
T2a N2 MO
T2b N2 MO
T3 NO MO
T3 N1 MO
T3 N2 MO
Stage IVA T4 NO MO Stage IV N3(any T)
T4 N1 MO
T4 N2 MO
Stage VB Any T N3 MO
Stage IVC Any T Any N M1
Stage V M1
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Table 2. Major gene alteration in nasopharyngeal carcinoma
(Lo KW, et al. Cancer Cell 2004)

Gene Mechanisms Frequencies Chrompsome
regions
Cell cycle regulation
Homozygous
P16/CDNK2A deletion and 62—-86% 9p21
gypermethylation
Homozygous
P14/ARF deletion and 54% 9p21
hypermethylation
AN-p63 Overexpression 100% 3927-28
Apoptosis
Bcl2 Overexpression 80% 18¢g21.3
DAP-kinase Hypermethylation 76% 9g34.1
Signal transduction
Bcl3 Overexpression 60% 19913.1-13.2
EGFR Overexpression 85% 7p12
Cell adhesion
E-cadherin Hypermethylation 52% 16g22.1
TSLC1 Hypermethylation 34.2% 11g23.2
Other novel pathways
RASSF1A Hypermethylation 67-83% 3p21.3
and mutation
RARB2 Hypermethylation 80% 3p24
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Fig. 2. How EBV serology (IgA) for EA and VCA can be used most
effectively in a patient suspected of having NPC (Low
WK, et al. 2000).
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Table 3. EBV VCA serology titers (Low WK, et al. 2000)

NPC patients

VCA titers EA positive  EA negative (all Eio:érgc;:tive)
>1:640 49 0 0
1:160 29 3 7
1:40 10 7 22
1:10 8 24
1:5 1 6
Negative 3 52
Total 89 22 111
29} k.
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