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A story of a catastrophic success









Symptoms_____|%

Nasal Obstruction
Ear effusion

Neck mass

CN involved
Headache
Nose-bleeding
Decreased hearing
Pain

Head
Ear
Neck

10-46
4-46

27-70
9-24

17-83
29-47
33-59

17-83
3-43
2-35






Immune suppression

*Impaired tumor-infiltrating
lymphocytes responses
*CD4:CD8 lymphocytes
*IL-2 and IL-2R

EBV (Clonal EBV
genome with latent
proteins expression)

*6 EBNAS
*2 LMP2 (membrane)
*2 EBER (nontranslated)

Inactivation of P53
Loss of CDKN2A
Upregulates BCL-2
TNF receptor

V\/‘

Diet
*Oxidants

*Carcinogens

Genetic susceptibility

*HLA A2 Basin2, Aw19,
Bw46 and B17
*3p, 9p, 11q, 139, 149

anormalities
Polymorphism of CYP2E1
gene
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Age-standarized incidence (per 100,000)
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Nasopharyngeal Carcinoma
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STAGING



T1
T2

T3
T4

N1

N2

N3

Tumor confined to the nasopharynx

Tumor extends to soft tissue of oropharynx and/or

nasal fossa

T2a: Without parapharyngeal extension
T2b: With parapharyngeal extension

Tumor invades bony structures and/or paranasal

Tumor with intracranial extension and/or
Involvement of cranial nerves, infratemporal fossa,

Unilateral metastasis in lymph node(s) measuring <
6 cm In greatest dimension above the supraclavicular

Bilateral metastasis in lymph node(s) measuring <6
cm in greatest dimension above the supraclavicular

Metastasis in a lymph node(s)
N3a: > 6 cm in greatest dimension
N3b: Extension to the supraclavicular fossa


















Stage |
Stage |IA
Stage |1B

Stage Il

Stage IVA
Stage VB
Stage IVC

T1
2a
T1

T2b

Any
Any T

NO
NO

N1
N1
NO-1
N2
N2
NO-2
NO-2
N3
Any N

MO
MO

MO
MO
MO

MO
MO
MO

MO
MO
M1






Staging



111 patients

Sit | Discrepancy Best
modality

32% MRI o
14% PET

PET: 13/16 pts; PET
Conventional: 4/16
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RADIOTHERAPY



Radiotherapy



IMRT



LRC DFS
-y (%)

0.20 0.64
IMRT 84 68 81



SKin
grade 3

Mucous membrane
grade 3

Pharynx
/[esophagus

Pharynx
/[esophagus

Salivary glands
grade 2

5%

16%

42%

11%

32%

47%

53%

94%

41%

88%

0.006

0.033

0.010

0.035

0.002



CHEMOTHERAPY



193 patients

(stageslll and V)
5/1989 t0 12/1995

146 pts randomized

PR %Y
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Impact of Chemotherapy on Local
and Distant Control

Langendijk et al. J Clin Oncol 2004; 22:4604-4612






Neutropenia
Stomatitis

Need
nutritional
support

Long-term

69%
63%
N=7
/16

Not
reported

Probability (%)

100

80

60

40 F

20

2 3 4 5

Years after Enroliment









COMPLICATIONS



Xerostomia



Xerostomia
management and
prevention






Some have therapeutic
iInsertion (following toxicity)

Usual indication: wt loss (10-
15%)



Numbers
Duration of GT

Disease stage
11
IV A
IV B

Wt loss prior to Rx
Grade 3 stomatitis
Grade 3 Dysphagia

Tube

Complications
None
Infection
Dislodgement
Blockage

23
145 (+/- 57)

13 %
57 %
30 %
13 %
44 %
44 %

78 %

17 %

4.3 %
0

17
116 (+/- 57)

24 %
47 %
29 %
12 %
71 %
71 %

71 %
18 %
5.9 %
5.9 %

35

11 %
69 %
20 %

20 %
34 %
14 %






Ototoxicity



Hypothalamic-
pituitary

Carotid artery
stenosis

Temporal lobe
necrosis
Cranial nerve palsy

Memory loss

Dyspahgia

o yrs

> JyrIs

D years

1to 20
years

> 2 yrs

Not stated

Endocrine dysfunction 62% at
2-yrs
Requires treatment in 50% of

15X increased risk

0 to 14% depending on the
dose and fractionation

Often associated with marked
neck fibrosis

Visual memory performance
deteriorate over time

Swallowing function continue to
deteriorate over time



Growth retardation



Second Cancer



POTENTIAL THERAPEUTIC
OPTIONS



Docetaxel (Taxotere)



Randomized Phase Il Trial of
Concurrent Cisplatin-
RadiotherapyWith orWithout
Neoadjuvant Docetaxeland Cisplatin in
Advanced Nasopharyngeal Carcinoma

PEDIATRIC AND YOUNG ADULT
NASOPHARYNGEAL CARCINOMA
PATIENTSREATED WITH
PRERADIATION CISPLATIN AND
DOCETAXEL CHEMOTHERAPY






OUTCOME



Failure %

None 70 %
Local 8%
Regional 4%
Loco-regional 2%
Metastatic 15%

Metastatic + local 2%



Not associated with

Poor prognosis .
prognosis






THANK YOU



