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Figure 2. The HPV life cycle. HPVs establish latent infection in the basal cells of the differentiating
epithelium as episomal multicopy circular nuclear plasmids to support the viral life cycle via action of the
viral replication proteins E1 and E2. Development of invasive cervical cancer is a stepwise process,
associated to integration of the high-risk HPV DNA into the host cell chromosome, up-regulating the
expression of viral oncoproteins E6 and E7.
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TNM classification (83)

T- Primary tumour

TX: Primary tumour cannot be assessed

TO: No evidence of primary tumour

Tis:Carcinoma in situ

Supraglottis

T1: Tumour limited to one subsite of supraglottis with normal vocal cord mobility
T2: Tumour invades mucosa of more than one adjacent subsite of supraglottis or
glottis or region outside the supraglottis (e.g.c mucosa of base of tongue:« vallecula¢
medial wall of pyriform sinus) without fixation of the larynx

T3: Tumour limited to larynx with vocal cord fixation and/or invades any of the
following: postcricoid area« pre-epiglottic tissues¢ paraglottic space« and/or with
minor thyroid cartilage erosion (e.g. inner cortex)

T4a: Tumour invades through the thyroid cartilage and/or invades tissues beyond
the larynx: e.g.« trachea« soft tissues of neck including deep/extrinsic muscle of
tongue (genioglossus¢ hyoglossus¢ palatoglossus¢ and styloglossus)¢ strap muscles¢
thyroid« oesophagus

or encases carotid « mediastinal structures<T4b: Tumour invades prevertebral space
artery

Glottis

T1: Tumour limited to vocal cord(s) (may involve anterior or posterior commissure)
with normal mobility

T1a: Tumour limited to one vocal cord

T1b: Tumour involves both vocal cords

T2: Tumour extends to supraglottis and/or subglottis< and/or with impaired vocal
cord mobility

T3: Tumour limited to larynx with vocal cord fixation and/or invades paraglottic
space« and/or with minor thyroid cartilage erosion (e.g. inner cortex)

T4a: Tumour invades through the thyroid cartilage« or invades tissues beyond the
larynx« e.g.« trachea« soft tissues of neck including deep/extrinsic muscle of tongue
(genioglossus¢ hyoglossus« palatoglossus¢ and styloglossus)« strap muscles¢ thyroid:¢
oesophagus

or encases carotid <« mediastinal structures<T4b: Tumour invades prevertebral space

artery

Subglottis

T1: Tumour limited to subglottis

T2: Tumour extends to vocal cord(s) with normal or impaired mobility

T3: Tumour limited to larynx with vocal cord fixation

T4a: Tumour invades through cricoid or thyroid cartilage and/or invades tissues
beyond the larynx: e.g.¢ trachea« soft tissues of neck including deep/extrinsic muscle
of tongue (genioglossus« hyoglossus« palatoglossus¢ and styloglossus)« strap muscles¢
thyroid< oesophagus
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T4b: Tumour invades prevertebral space< mediastinal structures¢ or encases carotid
artery

N — Regional lymph nodes##

NX: Regional lymph nodes cannot be assessed

NO: No regional lymph node metastasis

N1: Metastasis in a single ipsilateral lymph node< 3 cm or less in greatest dimension
N2: Metastasis as specified in N2a¢« 2b¢ 2c below

N2a: Metastasis in a single ipsilateral lymph node< more than 3 cm but not more
than 6 cm in greatest dimension

N2b: Metastasis in multiple ipsilateral lymph nodes< none more than 6 cm in
greatest dimension

N2c: Metastasis in bilateral or contralateral lymph nodes< none more than 6 cm in
greatest dimension

N3: Metastasis in a lymph node more than 6 cm in greatest dimension

Note: Midline nodes are considered ipsilateral nodes.

M — Distant metastasis
MX: Distant metastasis cannot be assessed
MO: No distant metastasis
M1: Distant metastasis
Stage Grouping
Stage 0: Tis NO MO
Stage I: T1 NO MO
Stage II: T2 NO MO
Stage lll: T1< T2 N1 MO
T3 NO¢« N1 MO
Stage IVA: T1¢<T2¢T3¢ N2 MO
T4a NO¢ N1¢ N2 MO
Stage IVB: T4b Any N MO
Any T N3 MO
Stage IVC: Any T Any N M1
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WHO classification of SCC of the oral cavity and oropharynx: (83)
verrucous carcinoma 4l sl il yudi-
basaloid squamous cell carcinoma 4elall 404 LAY 484 ja 43l yull-
papillary squamous cell carcinoma daalall LAY 4.85 ja Al -
spindle cell carcinoma LA & jas aila yull-
acantholytic squamous cell carcinoma &l saY1 dlaie LAY 4485 ja dilla -
adenosquamous carcinoma il all Zoaal) it yull-

cuniculatum squamous cell carcinoma 4didl LAY 2ds s Al -
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TNM classification of carcinomas of the oral cavity and oropharynx (83):

TNM classification of carcinomas of the lip and oral cavity
T —Primary tumour
TX: Primary tumour cannot be assessed
TO :No evidence of primary tumour
Tis: Carcinoma in situ
T1: Tumour 2 cm or less in greatest dimension
T2: Tumour more than 2 cm but not more than 4 cm in greatest dimension
T3: Tumour more than 4 cm in greatest dimension
T4a (lip):
Tumour invades through cortical bone« inferior alveolar nerve« floor of mouth¢ or
skin (chin or nose)
T4a (oral cavity):
Tumour invades through cortical bone¢« into deep/extrinsic muscle of tongue
(genioglossus¢ hyoglossus¢ palatoglossus¢ and styloglossus)¢ maxillary sinus¢ or skin
of face
T4b (lip and oral cavity):
Tumour invades masticator space« pterygoid plates« or skull base; or encases internal
carotid artery
Note: Superficial erosion alone of bone/tooth socket by gingival primary is not
sufficient to classify a tumour as T4.
N — Regional lymph nodes##
NX: Regional lymph nodes cannot be assessed
NO: No regional lymph node metastasis
N1: Metastasis in a single ipsilateral lymph node« 3 cm or less in great est dimension
N2:Metastasis as specified in N2a« 2b¢ 2¢ below
N2a: Metastasis in a single ipsilateral lymph node< more than 3 cm but not more
than 6 cm in greatest dimension
N2b: Metastasis in multiple ipsilateral lymph nodes< none more than 6 cm in
greatest dimension
N2c: Metastasis in bilateral or contralateral lymph nodes¢< none more than 6 cm in
greatest dimension
N3:Metastasis in a lymph node more than 6 cm in greatest dimension
Note: Midline nodes are considered ipsilateral nodes.
M — Distant metastasis
MX: Distant metastasis cannot be assessed
MO: No distant metastasis
M1: Distant metastasis
Stage grouping
Stage 0: Tis NO MO
Stage I: T1 NO MO
Stage 11: T2 NO MO
Stage lll: T1¢ T2 N1 MO
T3 NO¢< N1 MO

53



Stage IVA: T1¢ T2¢ T3 N2 MO
T4a NO¢< N1¢< N2 MO

Stage IVB: Any T N3 MO
T4b Any N MO

Stage IVC: Any T Any N M1

TNM classification of carcinomas of the oropharynx:
T —Primary tumour
TX: Primary tumour cannot be assessed
TO: No evidence of primary tumour
Tis: Carcinoma in situ
T1: Tumour 2 cm or less in greatest dimension
T2: Tumour more than 2 cm but not more than 4 cm in greatest dimension
T3: Tumour more than 4 cm in greatest dimension
T4a: Tumour invades any of the following: larynx« deep/extrinsic muscle of tongue
(genioglossus¢ hyoglossus¢ palatoglossus¢ and styloglossus)¢ medial pterygoid« hard
palate< and mandible
T4b: Tumour invades any of the following: lateral pterygoid muscle«< pterygoid
plates« lateral nasopharynx« skull base; or encases the carotid artery
N — Regional lymph nodes##
NX: Regional lymph nodes cannot be assessed
NO: No regional lymph node metastasis
N1: Metastasis in a single ipsilateral lymph node< 3 cm or less in great est dimension
N2: Metastasis as specified in N2a¢ 2b¢ 2¢ below
N2a: Metastasis in a single ipsilateral lymph node< more than 3 cm but not more
than 6 cm in greatest dimension
N2b: Metastasis in multiple ipsilateral lymph nodes< none more than 6 cm in
greatest dimension
N2c: Metastasis in bilateral or contralateral lymph nodes< none more than 6 cm in
greatest dimension
N3: Metastasis in a lymph node more than 6 cm in greatest dimension
Note: Midline nodes are considered ipsilateral nodes.
M — Distant metastasis
MX: Distant metastasis cannot be assessed
MO: No distant metastasis
M1: Distant metastasis
Stage grouping
Stage 0: Tis NO MO
Stage |: T1 NO MO
Stage 1l: T2 NO MO
Stage lll: T1¢ T2 N1 MO

T3 NO< N1 MO
Stage IVA: T1¢<T2¢T3 N2 MO

T4a NO¢< N1¢ N2 MO
Stage IVB: T4b Any N MO
Any T N3
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WHO classification of squamous cell carcinoma of the nasal cavity and
paranasal sinuses: (83)
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5-1-1: TNM classification of carcinomas of the nasal cavity and paranasal
Sinuses: (83)

T — Primary tumour

TX: Primary tumour cannot be assessed

TO: No evidence of primary tumour

Tis: Carcinoma in situ

Maxillary sinus

T1: Tumour limited to the antral mucosa with no erosion or destruction of bone

T2: Tumour causing bone erosion or destruction¢ including extension into hard
palate and/or middle nasal meatus¢ except extension to posterior antral wall of
maxillary sinus and pterygoid plates

T3: Tumour invades any of the following: bone of posterior wall of maxillary sinus¢
subcutaneous tissues¢ floor or medial wall of orbit¢ pterygoid fossa« ethmoid sinuses
T4a: Tumour invades any of the following: anterior orbital contents¢ skin of cheek:«
pterygoid plates« infratemporal fossa« cribriform plate¢« sphenoid or frontal sinuses
T4b: Tumour invades any of the following: orbital apex¢ dura¢ brain< middle cranial
fossa¢ cranial nerves other than maxillary division of trigeminal nerve V2¢
nasopharynx: clivus

Nasal cavity and ethmoid sinus

T1: Tumour restricted to one subsite of nasal cavity or ethmoid sinus¢ with or
without bony invasion

T2: Tumour involves two subsites in a single site or extends to involve an adjacent
site within the nasoethmoidal complex¢ with or without bony invasion

T3: Tumour extends to invade the medial wall or floor of the orbit< maxillary sinus¢
palate¢ or cribriform plate

T4a: Tumour invades any of the following: anterior orbital contents« skin of nose or
cheek¢ minimal extension to anterior cranial fossa¢« pterygoid plates¢ sphenoid or
frontal sinuses

T4b: Tumour invades any of the following: orbital apex¢ dura¢ brain< middle cranial
fossa¢ cranial nerves other than V2¢ nasopharynx: clivus

N — Regional lymph nodes 3

NX: Regional lymph nodes cannot be assessed

NO: No regional lymph node metastasis

N1: Metastasis in a single ipsilateral lymph node< 3 cm or less in greatest dimension
N2: Metastasis as specified in N2a¢ 2b¢ 2¢ below

N2a: Metastasis in a single ipsilateral lymph node< more than 3 cm but not more
than 6 cm in greatest dimension

N2b: Metastasis in multiple ipsilateral lymph nodes< none more than 6 cm in
greatest dimension

N2c: Metastasis in bilateral or contralateral lymph nodes< none more than 6 cm in
greatest dimension

N3: Metastasis in a lymph node more than 6 cm in greatest dimension

Note: Midline nodes are considered ipsilateral nodes.

M — Distant metastasis

MX: Distant metastasis cannot be assessed
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MO: No distant metastasis
M1: Distant metastasis
Stage grouping
Stage 0: Tis NO MO
Stage I: T1 NO MO
Stage 1l: T2 NO MO
Stage Ill: T1< T2 N1 MO
T3 NO«< N1 MO
Stage IVA: T1¢ T2¢ T3 N2 MO
T4a NO< N1¢ N2 MO
Stage IVB: T4b Any N MO
Any T N3 MO
Stage IVC: Any T Any N M1

66



TUDAY Add Al jedl) iy 5 12415

a5 slaall o gaadl s 181 ol g DU Adaladl 5 )l dall (e Ly dupd (o jlels i
(83) O e 5 (e Jaad Jadiy g

rabib gl 12-1-5

Ll ol ) V) (e %1 (e Bl IS 5 6340l L) o gandl 8 LDIAY) Da s Dlla )
(273272) Gl 5 el 1) 8 LA e Lai8 %3

(sl e T3 50 1.5 (Jsn) ST el iy 3ale

[(274:273) 4s (65-55) axy bile i yall

) 14-1-5

el s Joadl e 5 ¥ sy SISl (yom pil) Jadii JUSAY) Jal 5o
schneiderian %Y sl A aidall )l ae Cal 53 5l (Bl gan s Cpaiill

edlall sl pe dda) il dals V) (any G gl adall o) l) gy aa
aay ol Y 038 Al jal 4l paldll ) sall (ST ¢(275) schneiderian < stiall
sy al Al W A jail) i) s die il e at I e camali )l > ga
(279¢278:277:276:274) il die jUaidl JalaS

r&agill 15-1-5

o stal) Sall ol 8" il g5 ST S Gaand gl 8 DA 483 e dilda )

10 N sn) Sl ) (%2515 ) ss) @Y gl iy s ((%70-60 S sa)
Salaall LAY 4488 ja syl ((274¢169) (%1 () s) (el s sl cuall s (%15
(280) At o spal) Akl 5 jledall (pa "oy alall 8 Al s e (ol Ry Y

14 g ped) radlall 16-1-5

Y o sl gl e DY) ) al) ¢ty AN calawiV ¢t e DY) Jaiis (al e V)
b sl A A aild) e ol dapricsall 40 s 3l ¢ Siall a6l (ga3ll )
(274¢273¢169) Claell sl 43, z) s caddl) da gaa dasiiall YW

Mldle 17-1-5

e daails ) Al el da A 5 5S5 38 LEY) Cpal) (8 LAY 248 ja Al )
[(281) (27) IS Aai ye ol canla sl "L a3 yAe A8 U el

67



(281) ¥ & LAY Lk a Ll puu 1(27) S84

sl Jldddl :8-1-5

Gaall s A Gasall 85 ) slaall ) jaall s o Sy A Gasall il
cliall (g slall Qi) calaall (i) cuilad) b V) Casall ) i o (Say s o Jlall
il Cagall f g shiadl dsgdall call G ddsl (Bl sl dawally alall

5 skl AV gl ccliall (oY1 Cagal) N i a8 g glal) KAl ) i o
eabiall JLa¥) Sl ccaadll el gina crlaall caadl ol oDl 5 a1 Aaa¥) o aladl ccadd

(282¢169) (s&2all iy Sial)

Al @l e LAY Das s il ) (8 ) e e sl B ddalll dRall s
Gl gl )

"bawdz9-1-5
240 jEial) LAY dadd a Al peadl-

& @AY Adaladl @l jiall 8 LAl Al e it pull "ha sl sis e o) 12
LAY o Sl JSS ( Ad ) el e dpa gl gl A Gl Gill 5 Gl )
(WA Gy psmn sl el Alida LA dan 5t ) Al Jalay

68



B2 i LA ol LA (e B ysea Cle sana 8 5l S cgildel sl quyi o) oSy
OsSa 5o Jolii @llia 6 L "llle dabiiie je Jla ALIS @l jg S 3Rl sy

(283) (28) Ui (83) el 3 ypue o) Atina cbayn 38 il o)

(283) AN cigal) B 45 e LOAY b a Al e s sglia 1(28) Js
;(@&L’Y\ c@bh«.u‘ﬂ LA ) 45 jatal) e Al pud)-
gl g JSAN aipd gl son sed Sk adh V) Cigall (B e s
G od) 5 oall o daizl gl AaY Sl ("L sae Baaae Cilga g slude Calga ae (et

_\Aﬁﬁ;.uu.a.}ﬁ

zoaill 28 Gla "Lad gai chgd o Aakiie e B maa (iliely g 3all e da o 25T
dsdsll ) 8 2N LAY 0l yu 8 WS oy jledall 3da i) of Lilie ) b

A e Rum s A el Y oyl 138 s Ay an 55 el sl Al
el e A gina LA anl 55 "l A5 jiid) LA £k

o el anas A8 aS b ual amay Al Jaadll Gl e ol Jaies aysll S 8
(284) (29) U5 (83) 4 sbanal) dppanl) il yud) o o) oaandl e ¥ a5l (e

69



(284) AN Ligal) (B L jiia b LA Lbdja Al jed (e gdia 1(29) Je

LAY Ldd s A yud) Balaif 110-1-5

ST S8 Gaad ) Al ol YL At s i) a5 00 SCC ) bl
Gindl s Gl 1 3 AT @l e B il

da,all midie Jaai a5 o@D 3 slaall Goguadl s CaslI 8 Mlan Bl A 1530 Al yud)
Sl sua A e )kl e Al ) dpls il dn A A Sadh SCC A 0a
.(287¢286¢285:218)

(289:288) 43Y1 5 _jiall 4l "o sud KV jall s sl Sall Gl

(e Adlge ol dajla LAY 488 a Dla ju A Dalall LAY 4088 a0 dila )
e 5 il b T o) gl (e 438 ) bl

g5 A ¢(290) AEY) Cigall B Aaild e el 4ud LOAD 488 a Dl
"Laoludil Aleld Laeld 43 Al WIS (e 350 iliels Jaad SCC ) e s
o S (B gluatV) b jie i Alle e/ 4y 5 dad ae Adle Apdaad Db jaadiy

A (e 1 daas @llia (sl
Aaeasl) Alatl) Bl e dly €3 3 Ll JSE 53 o S gaadl Laall anl 5 sole

.adenoid cystic carcinoma

Lla € 4l dliatie 38 o dpaclall 4ud LAY Gildel 8 Ll ol el il ol g
_33,1\2[ L\.L).n Ji Lﬁ)\.@.u\ C.L..HJ\ ér_

B S &35Sy LAAD 4dd ja Al juw (e shall (AU ey i LA 4 jre Al )
o 8 itue Jia gl Al ) €5 08 Ais ol DSl A oS Ll SE Gl Jaall LA (4
ultrastrutural s eliall oo ol sl  AasSl sl 0 6S) asie 5 ¢ Jsaall jeall
Al s cvimentine U dplsy) Al sl WIA & Sa padiill "Lsllas evidence

Adle i gl dlia 0 S5 38 ) )

70



"o gae a5 ) glaall gl s (Al 8 Aaild e Al al) ard) Dl )
Slia SCC A (e dpadans dpdaliie 45 S Lgad aa g3y Sl LAY 40ad s Alda jual) (pe JaaiS
o Gy U8 Ja ) (e IS (s 5 e 508 lal (g Ailda s (e 43 S "L
(83) <D 5 slaall (o gaadl g Cai¥) 8 Mo 5 50l &) oY) Alaie UDIAY 348 ja Dl yudl
1A 111-1-5

el | S L " el g cdatall) sial) b A LAY s s Aol ) Jai L ") el
Lo Aad s Al yull <l g 5 1 L) Jame . I3V ¢ g (g 23 3 "liraa sa adES)
%60 (I s> A

0585 Ob g el Gas e g ST 120 Led (g lall Al Cuall 8 DA 485 ja Alha )
Oe Ol e Jaailly azm pall Als el ae dagi yy Y] | GandlSl 8 g dad 555 408
5 3L Jame (274) Coial) Jaailly (oam el (ge Jamil 153585 O () shaay Ailla sl
(169) %42 s s skall Sall Cuall 8 LAY 30 ja Al jully i yall 3 g

71



1 AN agaldl ol .6
AN 2 g} clila pud TNM ciinss 11-6
TNM classification of carcinomas of the nasopharynx (83):

T-Primary tumour

TX: Primary tumour cannot be assessed

TO :No evidence of primary tumour

Tis: carcinoma in-situ

T1: Tumour confined to nasopharynx

T2: Tumour extends to soft tissues

T2a:. Tumour extends to oropharynx and/or nasal cavity without
parapharyngeal extension

T2b:. Tumour with parapharyngeal extension*

T3: Tumour invades bony structures and/or paranasal sinuses

T4: Tumour with intracranial extension and/or involvement of cranial nerves,
infratemporal fossa, hypopharynx, orbit, or masticator space
N-regional lymph nodes

NX: Regional lymph nodes cannot be assessed

NO: No regional lymph node metastasis

N1: Unilateral*** metastasis in lymph node(s), <6 cm in greatest dimension,
above the supraclavicular fossa

N2: Bilateral metastasis in lymph node(s), <6 cm in greatest dimension,
above the supraclavicular fossa

N3: Metastasis in lymph node(s), >6 cm and/or in the supraclavicular
fossa

N3a:. >6 cm in dimension

N3b:. in the supraclavicular fossa

Distant metastasis
M- MX Distant metastasis cannot be assessed
MO: No distant metastasis
M1: Distant metastasis
Stage Grouping
Stage 0: Tis NO MO
Stage I: T1 NO MO
Stage IIA: T2a NO MO
Stage IIB: T1 N1 MO
T2a N1 MO
T2b NO, N1 MO
Stage Ill: T1 N2 MO
T2a, T2b N2 MO
T3 NO, N1, N2 MO
Stage IV A: T4 NO, N1, N2 MO
Stage IVB: Any T N3 MO
Stage IVC: Any T Any N M1
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