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RETINOBLASTOMA

MOST COMMON INTRAOCULAR TUMOR OF CHILDREN WITH INCIDENCE OF 1 PER 20,000 LIVE BIRTHS
MAY BE CONGENITAL BUT NOT RECOGNIZED UNTIL AGES 6 MONTHS TO 2 YEARS

60% SPORADIC, 40% FAMILIAL (AUTOSOMAL DOMINANT)

DEVELOPS IN 80 - 90% OF THOSE WITH MUTANT ALLELES IN RETINOBLASTOMA (RB) GENE AT 13Q14
NEED MUTATIONS IN BOTH ALLELES TO INACTIVATE RB GENE, A NEGATIVE GROWTH REGULATOR

PATIENTS WITH HEREDITARY RETINOBLASTOMA HAVE A GERMLINE MUTATION IN ONE ALLELE; DEVELOP
TUMORS AFTER SOMATIC MUTATION IN SECOND ALLELE ("SECOND HIT"); IN SPORADIC CASES, BOTH ALLELES
HAVE SOMATIC MUTATIONS



BILATERAL IN 30% OF ALL CASES, 90% OF FAMILIAL CASES; SOME PATIENTS WITH BILATERAL TUMORS ALSO
HAVE SIMILAR TUMOR OF PINEAL GLAND, TERMED "TRILATERAL" RETINOBLASTOMA, ASSOCIATED WITH POOR

PROGNOSIS
WHITE REFLEX (LEUKOKORIA) PRESENT IN AFFECTED EYE; ALSO RETINAL DETACHMENT

TENDS TO INVADE OPTIC NERVE (PARTICULARLY LARGE EXOPHYTIC TUMORS WITH SECONDARY GLAUCOMA);
CAN INVADE UVEAL TRACT

DISTANT METASTASES TO CRANIAL VAULT, SKELETAL SYSTEM

SECOND PRIMARIES FOR FAMILIAL TUMORS: 6 - 20% AFTER 10 - 20 YEARS, USUALLY OSTEOSARCOMA (50%
OF TUMORS) AND RHABDOMYOSARCOMA, CLOSE TO IRRADIATED FIELDS; ALSO RHABDOID TUMORS
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Retinoblastoma

Retinoblastoma
Symptoms

Most Common Symptoms of
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Leucocoria Strabismus or squint

Retinoblastoma
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Ocular inflammation
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* PROGNOSTIC FACTORS
* 5 YEAR SURVIVAL: 90% IF UNILATERAL, SLIGHTLY LESS IF BILATERAL

* POOR PROGNOSTIC FACTORS:

* INVASION OF OPTIC NERVE (REPORT AS PRELAMINAR OR RETROLAMINAR INVOLVEMENT, WITH OR
WITHOUT RESECTION LINE INVOLVEMENT)

* INVASION OF UVEAL TRACT OR SCLERA

* SEEDING OF VITREOUS

* INVOLVEMENT OF ANTERIOR SEGMENT

* EXTENSIVE OCULAR TISSUE AND

* TUMOR NECROSIS IS ASSOCIATED WITH OTHER FACTORS

* DIFFERENTIATION DOES NOT APPEAR TO HAVE PROGNOSTIC VALUE



* TREATMENT
* EARLY: RADIATION THERAPY, CRYOPEXY, XENON ARC PHOTOCOAGULATION
* LARGE TUMORS: ENUCLEATION
* INVOLVEMENT OF OPTIC NERVE MARGIN: RADIATION OF ORBIT AND SYSTEMIC CHEMOTHERAPY

* BILATERAL TUMORS: RADIATION THERAPY TO LESS AFFECTED EYE WITH POSSIBLE CHEMOTHERAPY
OR BILATERAL RADIATION

* RECURRENCES: PHOTOCOAGULATION, CRYOTHERAPY OR COBALT DISKS
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* GROSS DESCRIPTION
* CREAMY WHITE WITH CHALKY AREAS OF CALCIFICATION AND YELLOW NECROTIC AREAS
* MAY GROW INWARD (ENDOPHYTIC) OR OUTWARD TOWARD CHOROID (EXOPHYTIC)
* RARELY ARE DIFFUSELY INFILTRATIVE; TYPICALLY SEEDS INTRAOCULARLY
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Figure 3: Tumor macroscopy.The tumor covered and

infiltrated the eye ball.




~ * MICROSCOPIC (HISTOLOGIC) DESCRIPTION

* SHEETS, TRABECULAE AND NESTS OF SMALL BLUE CELLS WITH SCANT CYTOPLASM, HYPERCHROMATIC NUCLEI AND
SCANTY STROMA

* FREQUENT NECROSIS OF TUMOR CELLS AWAY FROM VESSELS AND CALCIFICATION

* ALSO FLEXNER-WINTERSTEINER ROSETTES (CELLS LINE UP AROUND EMPTY LUMEN DELINEATED BY A DISTINCT
EOSINOPHILIC CIRCLE COMPOSED OF TERMINAL BARS ANALOGOUS TO OUTER LIMITING MEMBRANE OF NORMAL
RETINA)

* ALSO HOMER-WRIGHT ROSETTES (NUCLEI ARE DISPLACED AWAY FROM LUMEN),
* FLUERETTES (TUMOR CELLS ARRANGED SIDE BY SIDE WHICH SHOW DIFFERENTIATION TOWARDS PHOTORECEPTORS)
* FREQUENT AZZOPARDI PHENOMENA (BASOPHILIC DEPOSITS AROUND BLOOD VESSELS, ALSO SEEN IN SMALL CELL
CARCINOMA); FREQUENT MITOTIC FIGURES; VARIABLE APOPTOTIC CELLS
* DIFFERENTIATED RETINOBLASTOMA: BIPOLAR-LIKE CELLS ARE PRESENT
* UNDIFFERENTIATED RETINOBLASTOMA: LARGE, ANAPLASTIC CELLS WITHOUT ROSETTE FORMATION

* RETINOCYTOMA: MARKED PHOTORECEPTOR DIFFERENTIATION; CELLS HAVE ABUNDANT CYTOPLASM, LESS
HYPERCHROMATIC NUCLEI; BENIGN, WITH CALCIFICATION BUT WITHOUT NECROSIS OR MITOTIC ACTIVITY

v Y - 9



n - (S T o I3 1o re =t & (ST E N O Y e e R App—— P p—— . s
n‘urt?g 24 : ::'r. ‘t _.:, :“u A.:rc 35 0 v\...‘_:r.--_, 10 :z.r\.cu..'---? a. B, Tumror cols apocer vishio whan n peadm ey {0 blood vessols, bt nocrosis i seor s
o cistarco rorn the vessol roreasos. Dystophic cachcabion fdark arow) & prozsont n 0 2ones o umror nooross. Fexne -Winiersione rosetios

ANART NG (Y inn i Buar oF iy 8 200 vl an acasarant M) ) T,
FANGEMHnSs OF 8 SNG90 8yer O LM OHS oy 3 &N A00a AN Tumen —ara S8eN FOUGNOLE e TumCr, &0 O3 SuCH st i3 NOxCaled Dy 1he wiida Srow ‘



Flexner-Wintersteiner rosettes Homer-Wright rosettes
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Pathologic TNM staging of retinoblastoma, AJCC 7th edition

Primary tumor (T)

« pTX: primary tumor cannot be assessed

« pTO0: no evidence of primary tumor

« pT1: tumor confined to eye with no optic nerve or choroidal invasion

« pT2: tumor with minimal optic nerve or choroidal invasion

« pT2a: tumor superficially invades optic nerve head but does not extend past lamina cribrosa OR tumor exhibits focal choroidal invasion, but not both
« pT2b: tumor superficially invades optic nerve head but does not extend past lamina cribrosa AND exhibits focal choroidal invasion

« pT3: tumor with significant optic nerve or choroidal invasion

« pT3a: tumor invades optic nerve past lamina cribrosa but not to surgical resection line OR tumor exhibits massive choroidal invasion, but not both
« pT3b: tumor invades optic nerve past lamina cribrosa but not to surgical resection line AND exhibits massive choroidal invasion

« pT4: tumor invades optic nerve to resection line OR exhibits extraocular extension elsewhere, but not both

« pT4a: tumor invades optic nerve to resection line but no extraccular extension identified

« pT4b: tumor invades optic nerve to resection line AND extraocular extension identified

Regional lymph nodes (N)

« pNX: regional lymph nodes cannot be assessed

+ pNO: no regional lymph node involvement

« pN1: regional lymph node involvement (preauricular, cervical)
« N2: distant lymph node involvement

Metastasis (M)

« cMO: no metastasis

« pM1: metastasis to sites other than CNS

« pM1a: single lesion

* pM1b: multiple lesions

« pM1ic: CNS metastasis

« pM1d: discrete mass(es) without leptomeningeal or CSF involvement
« pM1e: leptomeningeal or CSF involvement



UVEAL MELANOMA

MALIGNANT NEOPLASM OF MELANOCYTES WITHIN UVEAL TRACT, INCLUDING IRIS, CILIARY
BODY AND CHOROID

TUMOR CENTER LOCATED IN IRIS, CILIARY BODY OR CHOROID
APPROXIMATELY HALF METASTASIZE, ALMOST EXCLUSIVELY TO LIVER

TUMOR SIZE, LOCATION AND CELL TYPE ARE THE MOST IMPORTANT HISTOPATHOLOGIC
PROGNOSTIC FACTORS BUT MOLECULAR TESTING PLAYS AN INCREASING CLINICAL ROLE IN
PROGNOSTICATION
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* EPIDEMIOLOGY

* MOST COMMON PRIMARY INTRAOCULAR MALIGNANCY IN ADULTS

* INCIDENCE IS 5.1 NEW CASES PER MILLION PEOPLE IN UNITED STATES, WHICH IS LOW COMPARED
TO OTHER COUNTRIES

* MEAN AGE AT DIAGNOSIS IS 61 YEARS

* RISK FACTORS INCLUDE LIGHT SKIN, CAUCASIAN RACE, LIGHT EYE COLOR, INABILITY TO TAN; WEAK
ASSOCIATION WITH SUNLIGHT EXPOSURE



"+ CLINICAL FEATURES

HALF OF CASES ARE ASYMPTOMATIC AND DISCOVERED ON EXAM; HALF PRESENT WITH VISUAL
DISTURBANCE

MELANOMA OF IRIS: PRESENTS AS ELEVATED MASS WITH VARIABLE PIGMENTATION, OFTEN WITH
DISTORTION OF PUPIL AND PROMINENT VESSELS

MELANOMA OF CHOROID: IRREGULAR, SLATE GRAY, SOLID, CHOROIDAL TUMOR THAT MAY EXTEND
THROUGH BRUCH MEMBRANE INTO RETINA AND VITREOUS PRODUCING RETINAL DETACHMENT, MACULAR
EDEMA, CHOROIDAL HEMORRHAGE; OCCASIONALLY SPREADS ALONG SCLERAL CANALS INTO ORBIT,
RARELY INVADES OPTIC NERVE

MELANOMA OF CILIARY BODY: MAY INTERFERE WITH ACCOMMODATION OR CAUSE LOCALIZED
CATARACT

TENDS TO SPREAD THROUGH SCLERAL EMISSARY CANAL

UP TO HALF OF CASES METASTASIZE

DISTANT METASTASES NEARLY EXCLUSIVELY TO LIVER (95%), SOMETIMES TO LUNG AND
LYMPHATIC SPREAD UNCOMMON DUE TO LACK OF LYMPHATIC CHANNELS IN EYE






- 4

‘/ekoss DESCRIPTION )
* SMALL UVEAL MELANOMAS MAY BE DIFFICULT TO DISTINGUISH FROM A NEVUS CLINICALLY; SIZE
CRITERIA ARE USED
e GROSS FINDINGS SUSPICIOUS FOR MELANOMA INCLUDE:
* ORANGE PIGMENT
* SUBRETINAL FLUID
* TUMOR THICKNESS > 2 MM

* LOW INTERNAL REFLECTIVITY ON ULTRASOUND EXAMINATION

 Gross uveal melanoma
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~ * MICROSCOPIC (HISTOLOGIC) DESCRIPTION

* THERE ARE 2 DISTINCT CELL TYPES AND MOST TUMORS CONTAIN A COMBINATION OF THE 2:
* SPINDLE B CELLS: SPINDLE SHAPED CELLS WITH LARGE OVAL NUCLEI AND DISTINCT NUCLEOLI

* EPITHELIOID CELLS: LARGE POLYGONAL CELLS WITH ATYPICAL NUCLEI, 1 OR MORE PROMINENT NUCLEOLI
AND SOMETIMES INTRANUCLEAR PSEUDOINCLUSIONS
 NOTE THAT SPINDLE A CELLS ALSO EXIST, WHICH ARE SPINDLE SHAPED CELLS WITH SLENDER NUCLEI
THAT LACK VISIBLE NUCLEOLI; THESE ARE TYPICALLY BENIGN AND ARE THE MELANOCYTES OF UVEAL
NEVI
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~ * PROGNOSTIC FACTORS

~t e SIZE OF TUMOR

* CILIARY BODY INVOLVEMENT

* EXTENSION OUTSIDE OF ORBIT, METASTASIS AND RECURRENCE HAVE VERY POOR PROGNOSIS
* CYTOGENETIC ABNORMALITIES, PARTICULARLY MONOSOMY 3 AND GAIN OF 8Q

* GENE EXPRESSION PROFILING (CLASS 1A, 1B AND 2)

* HISTOLOGIC FEATURES: MITOSES, CELL TYPE (SPINDLE B VERSUS EPITHELIOID), EXTRAVASCULAR
MATRIX LOOPS, TUMOR INFILTRATING LYMPHOCYTES AND MACROPHAGES
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C WHO classification of tumours of the nasal cavity,
paranasal sinuses and skull base

Carcinomas

Karatinlzing squamous cell carcinoma
Non-keratinizing squamous cell carcinoma

BO71/3
807273
BO74/3
Bo&2/3
B020/3
8023/3*

8041/3
801313

B8144/3
8140/3

9081/3
g2

81211
8121/0




KERATINIZING SCC

DEFINISI
* MALIGNANT EPI THELIAL NEOPLASM ARISING FROM THE SURFACE EPITHELIUM LINING THE NASAL CAVITY
AND PARANASAL SINUSES AND EXHIBITING SQUA MOUS DIFFERENTIATION.
SYNONIM : EPIDERMOID CARCINOMA

EPIDEMIOLOGI
e SINONASAL KSCCS ARE RARE
* KSCC MOST OFTEN AFFECTS PATIENTS IN THEIR 6™-7™ DECADES OF LIFE
* MEN ARE AFFECTED TWICE AS OFTEN AS WOMEN

ETIOLOGY :
* CIGARETTE SMOKING INCREASES RISK
* WOOD DUST, LEATHER DUST, INDUSTRIAL EXPOSURE = KSCC
* HPV = NON KSCC
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"+ LOCALIZATION :
T+ SINUS MAXILLARIS >>
* NASAL CAVITY

 SINUS ETHMOIDALIS

* CLINICAL FEATURES :
* NASAL OBSTRUCTION
* EPISTAXIS
* RHINORRHOEA

* FACIAL PAIN AND/OR PARALYSIS, DIPLOPIA, AND PROPTOSIS ARE INDICATIVE OF MORE-ADVANCED
TUMOUR GROWTH

* MACROSCOPY

* EXOPHYTIC OR ENDOPHYTIC, WITH VARIOUS DEGREES OF ULCERATION, NE CROSIS, AND
HAEMORRHAGE.

~ (U
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"« MICROSCOPY -/

-
@ « CONVENTIONAL SCC

* GRADING : WELL DIFFERENTIATED, MODERETLY DIFFERENTIATED, POORLY DIFFERENTIATED
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- NON KERATINIZING SCC
S’
° SYNON'M : @WebP'a,thongy'{f{./]‘-.Cl;\i: SR

RSN
« SCHNEIDERIAN CARCINOMA B R
LR Aot Y o ,gé

* TRANSITIONAL CELL CARCINOMA
* CYLINDRICAL CELL CARCINOMA




~ TNM classification of carcinomas of the nasal cavity and
@ paranasal sinuses




MIDLINE GRANULOMA

EXTRANODAL NK /T CELL LYMPHOMA

EPIDEMIOLOGY

* RARE; MORE PREVALENT IN ASIANS AND NATIVE AMERICAN POPULATIONS OF MEXICO, CENTRAL
AMERICA AND SOUTH AMERICA

* ADULTS, OFTEN CHINESE (IN US, OF ASIAN /HISPANIC DESCENT
* MORE COMMON IN MALES THAN FEMALES

ETIOLOGY - EBV

SITES

* MOST COMMON LOCATION IS UPPER AERODIGESTIVE TRACT (NASAL CAVITY, NASOPHARYNX,
PARANASAL SINUSES, PALATE)



LINICAL FEATURES

- 4

DESTRUCTIVE SINONASAL OR MIDLINE FACIAL TUMORS, MAY DISSEMINATE RAPIDLY, SOMETIMES
ASSOCIATED WITH HEMOPHAGOCYTIC SYNDROMES, EBV+

SKINNODULAR, ULCERATED LESIONS; INTESTINEPERFORATION; OTHER SITESMASS LESIONS

IF SIGNIFICANT BONE MARROW AND PERIPHERAL BLOOD INVOLVEMENT, MAY OVERLAP WITH

AGGRESSIVE NK-CELL LEUKEMIA -ffk' 4

Extranodal NKIT-ceII Iymphoma nasal type



SINONASAL PAPILOMA

* SINONASAL PAPILLOMA IS A BENIGN EPITHELIAL NEOPLASM OF SINONASAL TRACT

* WHO HAS DIVIDED SINONASAL PAPILLOMA INTO 3 DISTINCT TYPES
* INVERTED PAPILLOMA
* EXOPHYTIC PAPILLOMA
* ONCOCYTIC PAPILLOMA

* TERMINOLOGY
* ALL TYPES: SCHNEIDERIAN PAPILLOMA AND EPITHELIAL PAPILLOMA

* EXOPHYTIC TYPE: TRANSITIONAL CELL PAPILLOMA, FUNGIFORM PAPILLOMA, RINGERTZ PAPILLOMA
AND SEPTAL PAPILLOMA

e ONCOCYTIC TYPE: CYLINDRICAL CELL PAPILLOMA AND COLUMNAR CELL PAPILLOMA

v Y - 9
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Comparison of essential features of the 3 types of sinonasal papilloma

Inverted papilloma

Exophytic papilloma

Oncocytic papilloma

Frequency Most common Second most common Least common
Location Lateral nasal wall / paranasal sinus | Nasal septum Lateral nasal wall / paranasal sinus
Male to female ratio 2-3:1 10:1 1:1
Most common age of presentation|5th to 6th decades 3rd fo 5th decades 5th to 6th decades
Association with High risk HPY Low risk HPV No association
human papillomavirus (HPV) Low risk HPV
Architectural pattern Endophytic {inverted) Exophytic (filiform) Exophytic or endophytic
Epithelial lining Squamous, transitional or respiratory | Squamous, transitional or respiratory | Oncocytic
Molecular alterations EGFR activating mutation None reported KRAS mutation
Risk of malignant transformation |5- 15% ~(% 4-17%
-/
"
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" _ + EPIDEMIOLOGY

ANNUAL INCIDENCE IS 0.74 - 2.3 PER 100,000 POPULATION

INVERTED PAPILLOMA IS THE MOST COMMON SUBTYPE, FOLLOWED BY EXOPHYTIC PAPILLOMA;
ONCOCYTIC PAPILLOMA IS THE LEAST COMMON

INVERTED AND ONCOCYTIC PAPILLOMA MOST COMMONLY AFFECT PATIENTS IN THEIR 5™ TO 6™
DECADES

EXOPHYTIC PAPILLOMA OCCURS IN 3R TO 5™ DECADES

INVERTED AND EXOPHYTIC PAPILLOMA OCCUR MORE FREQUENTLY IN MALES, WITH A MALE TO
FEMALE RATIO OF 2 - 3:1 AND 10:1

ONCOCYTIC PAPILLOMA AFFECTS BOTH GENDERS EQUALLY

* CLINICAL FEATURES

SYMPTOMS ARE USUALLY NONSPECIFIC : NASAL CONGESTION, NASAL OBSTRUCTION, NASAL
DISCHARGE OR EPISTAXIS
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~+ SITES

SINONASAL PAPILLOMA COMMONLY AFFECTS NASAL CAVITY OR PARANASAL SINUSES

EXOPHYTIC PAPILLOMA - THE NASAL SEPTUM

INVERTED AND ONCOCYTIC TYPES - LATERAL NASAL WALL OR PARANASAL SINUSES

INVERTED PAPILLOMA MAY SECONDARILY EXTEND TO NONSINONASAL SITES, E.G. PHARYNX, EAR, CRANIAL CAVITY
SINONASAL PAPILLOMA IS USUALLY UNILATERAL; BILATERAL INVOLVEMENT IS RARE

* ETIOLOGY

ROLE OF HIGH RISK HUMAN PAPILLOMAVIRUS (HPV) IN INVERTED PAPILLOMA REMAINS CONTROVERSIAL

REPORTED RATE OF HIGH RISK HPV IN INVERTED PAPILLOMA AND CARCINOMA EX INVERTED PAPILLOMA RANGES FROM
0-100%

LOW RISK HPV, ESPECIALLY TYPES 6 AND 11, HAS ALSO BEEN DETECTED IN INVERTED PAPILLOMA AND IS MORE
COMMON THAN HIGH RISK HPV

OTHER ETIOLOGIC FACTORS IMPLICATED IN INVERTED PAPILLOMA INCLUDE EXPOSURE TO WELDING, ORGANIC
SOLVENTS AND SMOKING

EXOPHYTIC PAPILLOMA MAY BE RELATED TO LOW RISK HPV, ESPECIALLY TYPES 6 AND 11
NO SIGNIFICANT ASSOCIATION BETWEEN ONCOCYTIC PAPILLOMA AND HPV

v Y - 9



\/ GROSS DESCRIPTION

" * INVERTED PAPILLOMA: PINK-TAN-GRAY, SOFT TO MODERATELY FIRM POLYPOID GROWTH WITH
e CONVOLUTED OR WRINKLED SURFACE

* EXOPHYTIC PAPILLOMA: USUALLY MUSHROOM SHAPED AND EXOPHYTIC WITH PAPILLARY
APPEARANCE

* ONCOCYTIC PAPILLOMA: FLESHY POLYPOID GROWTH OF VARIABLE COLOR

* GENEROUS OR COMPLETE SAMPLING IS ADVISED TO SEARCH FOR FOCUS OF MALIGNANT
TRANSFORMATION




MICROSCOPIC (HISTOLOGIC) DESCRIPTION

* INVERTED PAPILLOMA:

ARCHITECTURE: PROMINENT DOWNWARD ENDOPHYTIC GROWTH OF ROUND TO ELONGATED
INTERCONNECTED EPITHELIAL NESTS WITH SMOOTH OUTER CONTOUR

EPITHELIUM IS HYPERPLASTIC (5 - 30 CELL LAYERS IN THICKNESS) AND MAY BE OF SQUAMOUS,
TRANSITIONAL OR RESPIRATORY TYPE

TRANSMIGRATING NEUTROPHILS AND NEUTROPHILIC MICROABSCESSES MAY BE SEEN
STROMA MAY HAVE EDEMA OR CHRONIC INFLAMMATION
SEROMUCINOUS GLAND IN THE LAMINA PROPRIA IS COMMONLY DECREASED OR ABSENT



Inverted paprlloma is charactenzed by endophytlc growth of epithelial nests with smooth outer contour

Eplthellal lining can be resplratory (whlte arrowor squamous (black arrow) note the transmlgratlng
neutroohils and microabscesses (red arrows) in the enithelium



. * EXOPHYTIC PAPILLOMA:
* ARCHITECTURE: FILIFORM OR PAPILLARY ARRANGEMENT WITH DELICATE FIBROVASCULAR CORE

* EPITHELIAL LINING CAN BE EITHER SQUAMOUS, RESPIRATORY OR TRANSITIONAL; IT MAY CONTAIN
MUCUS SECRETING CELLS AND GOBLET CELLS

* VARIABLE KOILOCYTOSIS MAY BE PRESENT

* USUALLY NO / SCANT SURFACE KERATINIZATION

* MITOTIC FIGURES ARE ABSENT OR LIMITED TO THE BASAL LAYER
* MINIMAL INFLAMMATORY CELLS



5 ¢ .g ' 3 i ' T I
It is lined by squamous epithelium without significant atypia; focal koilocytic
change (blue arrow) and rare basal mitotic figures (white arrow) may be seen
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* ONCOCYTIC PAPILLOMA:.
* ARCHITECTURE: MAY HAVE ENDOPHYTIC (INVERTED) OR EXOPHYTIC GROWTH PATTERNS

* EPITHELIAL LINING IS PSEUDOSTRATIFIED AND COLUMNAR WITH ABUNDANT EOSINOPHILIC
GRANULAR CYTOPLASM AND HYPERCHROMATIC UNIFORM NUCLEI

* INTRAEPITHELIAL MUCIN FILLED CYSTS WITH NEUTROPHILIC MICROABSCESSES MAY BE SEEN




WHO classification of tumours of the nasopharynx v




NASOPHARYNGEAL CA ~

SYNONYMS
* LYMPHOEPITHELIAL CARCINOMA
* UNDIFFERENTIATED CARCINOMA WITH LYMPHOID STROMA
* SQUAMOUS CELL CARCINOMA (WHO GRADE 1)
* NON-KERATINIZING CARCINOMA (WHO GRADE 2)
* UNDIFFERENTIATED CARCINOMA (WHO GRADE 3)

DEMOGRAPHICS VARY GREATLY BY REGION
* UNITED STATES: RARE, INCIDENCE OF 0.4 PER 100,000 IN WHITES
* AFRICA: COMMON; #1 CHILDHOOD CANCER; ASSOCIATED WITH EBV
* SOUTH CHINA: MOST COMMON CANCER IN ADULTS (18% OF CANCERS IN HONG KONG, 21.4 PER 100,000 IN HONG KONG,,
RARE IN CHILDREN
70% MALE
STRONGLY ASSOCIATED WITH EBV INFECTION FOR UNDIFFERENTIATED AND NONKERATINIZING SUBTYPES

OTHER RISK FACTORS: CONSUMPTION OF SALT PRESERVED FISH CONTAINING CARCINOGENIC NITROSAMINES,
FAMILY HISTORY, SPECIFIC HLA CLASS | GENOTYPES, TOBACCO SMOKING, CHRONIC RESPIRATORY TRACT CONDITIONS
AND LOW CONSUMPTION OF FRESH FRUITS AND VEGETABLES \/
~  \o/
. S
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WHO classification of tumours of the hypopharynX, larynx,
trachea and parapharyngeal space

Malignant surface epithelal tumours
Convontional squamous cell carcinoma
Verrucous squamous cell carcinoma
Basalold squamous cell carcinoma
Papliary squamous cel carcinoma
Spindle cel squamous cell carcinoma
Adentsauamous carcinoma
Lymphoepithekal carcinoma

Procursor losions

Dysplasia, low grade
Dysplasia, high grade
Squamous el pagpillorma
Squarmous cel papillomatoss

Nouroendocring tumours

Woll-dilferentated nouroendocring carcinoma

Moderately differentialed neuroendocring
carcnoma

Poorly diferentiated neuroandocrine carcinoma
Smal cell neuroendocrine carcinoma
Large call neuroendocrine carcinoma

B070/3
8051/3
8083/3
8052/3
8074/3
8560/3
B082/3

807710
BO77/2
8052/0
8060/0

8240/3

8249/3

8041/3
8013/3

Sallvary gland tumours
Adenoid cystic carcinoma
Plpomorphic adenoma

Oncocytic papllary cystadenoma

Soft tissue tumours
Geanular coll tumour

Liposarcoma
inflammatory myofibroblastic tumour

Cartiage tumours

Chondroma

Chondrosarcoma
Chondrosarcoma, grade 1
Chondrosarcoma, grade 2/3

Haomatolymphoid tumours

The morphology codes arg iram the ntamational Casstcation o Desases

82003
89400
8290/0

858010
88503
8825

8220/0
822013
p222/
92200

‘or Oncalogy (GO0} (T78A] Bahaviour % coded (0 for bengn lumours:
1 for unspocited, bordorine, of uncerlain bohaviow; /2 for carcinama
80 and grace Ul inyaepehalal neoplasa; and /3 for malgnant lumows.

Tro classi'caton Is modliad Irom the pravous WHO cassilication, takng

0 account changas n our understanding of Iheso lesions

TNM classification of carcinomas of the larynx

1M classification®®

I Primary tumour

Primayy tumour cannot be assesseg
No evigence of primary tumour
Carcinoma in sity

upraglottis

13

Tda

T4b
Glottls
mn

Tia

Tib
T2

Tab

T
T2

Tumeur limited to one subsi I

vocal cord mobiity R SRagok in some)
Tumouwr invages mucosa of more than one aojacent
subsite of supraglotts or glotts or region outside the
supraglotis (e.g. mucosa of base of 1ongue, vallecula, or
meoal wal of pyriform sinus), without fixation of me larynx
Tumour limitea 10 @rynx with vocal covg fixation andlor in-
vaades any of the ‘alowing: postoricold area, pre-epigiotic
Space, paraglotiic space, inner cortex of thyroid cartlage
Tumour invades through the thyrold cartlage andjor
invades tissuas beyond the larynx, for example, trachea,
soft tissuas of neck Including deep/exirinsic musde of
tongue (genioglossus, hyoglossus, palatog iossus, and
styloglossus), sirap muscles, thyrold, cesophagus
Tumour invades prevertebral space or medastina! struc-
tures, or encases carolig arlery

Tumour limitea 10 vocal cora(s) (may involve anteror or
posterior commissure), with normal vocal corc mooilty
Tumour kmited 1o one vocal cord
Tumour involes both vocal coras
Tumeur extends to supragiottis and/or subglottis. and/or
with impared vocal cord mobility
Tumour limited to larynx with vocal corc fixaton andfor n-
vages paraglotiic space and/or inner corlex of the thyroid
cartiage
Tumour invades through the outer conex of the thyroid
cartlage ard/or invades tissues beyond the laryn: for
examole, trachea, soft tissues of neck inclding ceep!
extrinsic muscle of torgue (genioglossus, yogiossus,
palatoglossus. Brd styloglossus), strap muscies, thyrod,
oesophagus
Tumour invades prevertetral space or mediastingl siruc-
tures, or encases carots artary

Tumour limited to subglotis }
Tumour extends 1 vocal cora(s), with normal or impared

motilty

13
Tda

Tao

Tumouwr limited tolaryrx, with vocal cord fixaion
Tumour invades cricol of thyrold carslage anafor “‘ |
rvades tissues beyond the anyx, for examg |
soft tissues of neck including osep/extrinsic muscie of
styleglossus), svap muscles, thyrod, cesophagus
Tumour invaces oravertedrsl space or maciastinal
SirUCILKES, Or Bncases carodd artery

N - Reglonal lymph nodes (Le, the cervical nodes)

NX
NO
N1

N2
N2a

NZo

N2c

N3

fegicnal lymph noces cannol be assessed
Metastasis in a single iosiateral lymph node, £ 3emin
greates! cimansion o ¢
Metastasis as specified in N2a, N2b, or N2c below
Matasiass in a single ipsilateral lymoh noce, > 3 om
but < 6 cm in greatest dmension
Melastasis in muitiple iosilateral lymph nodes,
all s 6 cm in greatest dmension &
Metastasis in blateral or contralateral lymph nodes,
ak < 6 cm ingreatest dmension R s i
Metastasss i a lymph noce > 6 om i greatest dimension

Note: Midline nodes ase consicered ipsilateral noces.

M - Distant metastasis
MO No cistant metastasis

Mi  Distant metastasis
Stage grouping
Staga 0 Tis NO MO
Sage | Tt NG Mo
Stage i T2 NG Mo
Stage 11l T2 Nt MO
13 NG-1 MO
Staga IVA T3 N2 MO
AyN MO
N3 MO
AnyN M1




CONVENTIONAL SCC

* EPIDEMIOLOGY :

e SCC OF THE LARYNX AND HYPOPHARYNX IS THE 2N° MOST COMMON RESPIRATORY TRACT CANCER,
AFTER LUNG CANCER

* IT ACCOUNTS FOR 1 .6-2% OF ALL MALIGNANT TUMOURS IN MEN AND 0.2-0.4% IN WOMEN
* IT OCCURS MOST FREQUENTLY IN THE 6™ AND 7™ DECADES OF LIFE.

* ETIOLOGY :
* CIGARETTE SMOOKING
* ALCOHOL CONSUMPTION

* LOCALIZATION :
* SUPRAGLOTTIS >>



~CLINICAL FEATURES

HOARSENESS (WITH GLOTTIC AND SUPRAGLOTTIC SCC)
DYSPNOEA AND STRIDOR (WITH SUBGLOTTIC SCC).
DYSPHAGIA

CHANGE IN THE QUALITY OF VOICE

SENSATION OF A FOREIGN BODY IN THE THROAT
HAEMOPTYSIS

ODINOPHAGIA

WHEEZING OR STRIDOR (TRACHEAL)

ACUTE RESPIRATORY FAILURE (TRACHEAL)

COUGH (TRACHEAL)

MASS ON THE NECK (HYPOPHARING)



Fig. 301 Macroscope appearance of corweniond squamous ced carcnoma. A Supragiotiic caronoma of the laryn
an deerated tumos with rased edges al e base of the epigiclss. B Subgoltic cawcinoma of Bhe larync 3 parialy
fiat and partisly exoghyic nodsar lumowr of e subgiolls, extendng 10 he anenor commissure. C Hypopharyngesl
caronoma of e peiloen sinus 3 large, uicerated tumow with rased edges n the diform sinus, exténdng 1o e

aryepgiottc foid

° )



Fig 202 Comvertoral sguamous ool cwonoma A Well dferertated sguamous cof caronoma slands of fumowr cells with Cleady visdle squamous Gerentalion and mid
ruciear and colular plecmorpbam B Moderaiely dforendated sQuamous 0ol caronoma: mlands and cords of lumowr celly wilh evdent squamous dfsrendaton and moderaie
rwciear e coldar pleomorpham. € Poorly Gferertiated squamous ol caronoma sokd growth of tumour colls with marked nuciedr and colulyr pleomorphem, hgh mitolic rafe.
3 barely Gacemble suamous Oferendaton D Lymphatc avason Dy 5Quamous 0ol Carormoma A umour 5and within 3 thswalied ymphatic vossel

== N N\



“~—WHO classification of tumours of the ear

et

) o

Tumours of the external auditory canal
Squamous cel carcinoma
Adenocarcinoma

Ceruminous adenocarcinoma

Adenoid Cysiic carcinoma
Muccepidermoid carcnoma
Ceruminous adgenoma

Tumours of the middle and inner ear
Squamous cell carcinema
Aggressive papillary tumour
Endolymphatic sac tumour
Otesclerosis

Cholesteatoma

8070/3
8420/3
8420/3
8200/3
B430/3
8420/0

8070/3
82601
8140/3

Vestibular schwannoma 9560/0
Meningioma 9530/0
Middle ear adenoma 814000

The mophoiogy codes are om he Internstional Classifcation of Dseases
lor Orcolegy (ICD-O) |776A). Behaviour i$ coded /0 lor benign lumours:
I1 lee unspecified, bordeding, Or uncerlain bebaviowr; (2 lor caronoma in
Slu &nd grade Il intrsepiheial neoplasis; and /3 Kr makignant lumosrs.
The casslicason is medfied bom the crevious WHO classificaton, lakng
rlo Sccount Changes n our undesianding of thess esons.

© & @ u(
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* EPIDEMIOLOGY :

* 1 CASE PER 1 MILLION POPULATION
* 55-65 YEARS OLD
* PREDOMINANTLY FEMALE

* ETIOLOGY :
* CHRONIC INFLAMMATION
* RADIATION

* CLINICAL FEATURES :
* OTITIS MEDIA AND EXTERNA PAIN
* HEARING CHANGE
* CHOLESTEATOME
* STENOSIS
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* MACROSCOPY :
* WARTY, EXOPHYTIC MASS

* MICROSCOPY :

MRSCG

* PROGNOSTIC :
 AGGRESSIVE
* POOR:

HIGH CLINICAL STAGE
TUMOR DEPTH >8 MM
LYMPHOVASCULAR INVASION

Fig 902 Souwmous ol caroroma of -ﬁwmymnuwnw
Pows maned Myperpiand and aThIeRs ¥ My e rilrston nio Be underyng Woma

O QO o

D R~ e OBV N | SR A BN

—



CHOLESTEATOMA

CHOLESTEATOMA IS A CYSTIC OR OPEN MASS OF KERATINIZING SQUAMOUS EPITHELIUM IN AIR-
FILLED SPACES OF TEMPORAL BONE. ALTHOUGH NOT NEOPLASTIC, IT HAS A PROPENSITY TO
ERODE LOCAL STRUCTURES AND TO RECURE AFTER EXICISION

3-15 CASES PER 100.000 CHILDREN

9-13 CASES PER 100.000 ADULTS

MALE PREDOMINANCE

CONGENITAL CHOLESTEATOMA : INFANT AND YOUNG CHILDREN

ETIOLOGY :
* CONGENITAL : EMBRYONIC REST
* ACQUIRED : PERFORATED EARDRUM
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~ * CLINICAL FEATURES : —/
b * HEARING LOSS
* FOUL-SMELLING AURAL DISCHARGE

* MACROSCOPY :
* PEARLY WHITE MASS IN THE MIDDLE EAR CAVITY
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_, * REFERENSI;
« ROBBINS AND COTRAN, PATHOLOGIC BASIC OF DISEASE, 9™ EDITION

* WHO CLASSIFICATION OF HEAD AND NECK TUMOR, 4™ EDITION, 2017
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