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Preoperativana i intraoperativna dijagnostika u hiruskoj

patologiji glave 1 vrata, pljuvacnih zlezda i tiroide.

Preoperative and intraoperative diagnostic in surgical

pathology of the head & neck, salivary glands and thyroid.

Prof. Dr Med S. AndrejeviBlant, Oct 2012
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Head and neck squamous cell carcinoma (SCC)
(oral cavity, pharynx & larynx)

Aranks as 8" most common malignancy;,

A500,000new cases/yealup to 40% of the Indian subcontinent)

Amalesat 6th and 7th decadesof life,

Aincreasein incidence youngermales(30%) and females(18%)

AHPV group of patients at risk and cancer biological behavior seemto be
different, presentingan increasingpublic health issue

Athe five-year survival rate of patientsis about 40-50%.
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HPV infection (16 & 18)
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HPV status is an important prognostic factor (associated with a favourable outcome in HN

HPV 16, 18, 30,33
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1) Diagnostic approach and management of carcinoma of unknown
primary (CUP) in the headand neck

2) A thyroid nodule: Diagnosticchallengeen cytology & histology

3) Pitfalls and unusual cases of « squamousproliferation » in head &
neck, thyroid and salivary gland pathology

4) Teachingcases
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1.Diagnostic approach and management of carcinoma of
unknown primary (CUP) in the head and neck

Lymph nodes of
the head and neck
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Superficial cervical
Lower ear and parotid

Deep cervical
Other nodes of head and neck,
occipital scalp, ear, back of neck,
tongue, trachea, nasopharynx,

nasal cavities, palate, esophagus

Posterior cervical —

<-g Tonsillar

| (jugulodigastric)

4 Submental

Lower lip, floor of
mouth, apex of tongue

Submandibular
Cheek, side of nose, lower
lip, gums, anterior tongue
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€ 6 0 %f the neck masses in patients older than 40 years are causadidryant tumors,

1 and85% of them are from primary tumors in thead and neck ared SCC) é .
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CUP: History & Controversye.

1882Volkmann: describedhree casesof lateracervicallymph nodemetastasis level ll
w/0 a primary tumor, «typical»for lateralcystsof the neck,definedasideepbranchiogenic
carcinomaof the necko

Until the 194G several authorsreported cervical lymph node metastasisof unknown
primarybeingcausedy branchiogeniccarcinomasof theneck

1950 Martin: Histologic and clinical criteria of sealledbranchiogenic carcinoma
1) Location of acystic lesionn the area of the carotid triangle.

2) Remains dbranchiogenic structures

3) No appearance of primary tumor in thee years after initial diagnosis.

4) Histological detection of neoplastic ce
DD with cervical cystic LN metastasis of CUP has create a great deal of skepticism
regarding the existence of branchiogenic carciroma

1957 Commeset al. describeda cervical lymph node metastasisvithout diagnosisof a
primarytumoranddefinedthe malignantdiseaseasCUP

Today many author consider branchiogenic carcinoma as misinterpreted cervical
cystic LN metastasis of occult primary
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The most used system of nodal mapping anatomically classifies lymph nodes into levels (Sakorafas et al., 201(

Lymph nodes (Level +VI) > & Unilabs

Level I:  Oral cavity, lip, gingival

mucosa, vocal cords

evel Il Oral cavity, retremolar space
oro- nase hypopharynx,

base of the tongue, laryn
(supraglottis).

evel Il : Base of the tongue,
hypopharynx, larynx, thyrgid.

evel IV: Hypopharynx, larynx, thyroid,
esophagus.

evel V: Nasopharynx, thyroid, esophag
lung.

Level VI: Thyroid, trachea.




CUP: Definition & Epidemiology | 3%
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The CUP is defined as the histological diagnosis of metastasiswithout the
emergencef aprimarytumor (tumorpresentednitially with metastasekp

Thesourceof the primarycanceremains unknown aftercompletanvestigation
It constitutesi 15% of all humanmalignancieg7th mostcommonmalignancy).
40-60% of CUP includescervical lymph node metastases

Medianage55- 65 years, slight male predominance

No primarysiteof origin canbeidentifiedin 3 to 5% of patients

Overall 5-year survival rate 15-20%.




CUP (Lymph node level IVI)

Level I:  Oral cavity, lip, gingival

mucosa, vocal cords

evel Il Oral cavity, retremolar space
oro- nase hypopharynx,

base of the tongue, laryn
(supraglottis).

evel lll : Base of the tonguégnsil,
hypopharynx, larynx, thyrgid.

evel IV: Hypopharynx, larynx, thyroid,
esophagus.

evel V: Nasopharynx, thyroid, esophag
lung.

Level VI: Thyroid, trachea.
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CUP: Incidence & localization| =4 unitabs
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Lymph nodemetastasisn Groups |-l -1l :
A 66% SCCof theupperaeradigestivetract(UAT).

Lymph node metastasisn Groups 1V-V-VI:

A 30% adenocarcinomas(lung, stomachpreastkidney,prostate.

A 25% poorly differentiated or undifferentiated carcinomas of
rhynopharynx(eliminatelymphomal)

A 20% thyroid carcinomas

A lessthan15% SCCsof the UAP.




HNSCC | mm) HPV status
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SCC (lympho-epithelial type)
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Thyroid carcinomas
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CUP/SCC: Incidence & Iocalization‘

A4-5% of all head and neck and UAT SCC,
up to 30% of occulttonsil SCC >

A60 % of cases unique adenopathy

A30% multiples homelateral adenopathy
A10 % multiples bilateral adenopathy.

A90% of cases, primary tumor of UAT is detected




Non invasive diagnostic tools: M Unilabs
FNA & Radiology

"

AFNA in 98% of cases lymph nodmetastasis of SCC

A If poorly or undifferentiated carcinoma considemopharynx as
primary site.

A detection ofEBV genome byn situ hybridization,

AHPV status in younger patients*

ARX thorax

ACT-Scan/US capsular effraction in lymph node and distant metast

AMRI : w/o contrast

APET-CT: occult lesion.

oy *Cystic cervical LN metastasis associated with HRated tonsillar SCC (D. Goldenberg 2008)
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Invasive diagnostic tools:

Panendoscopy, Tonsillectomy, Adenectomy

Panendoscopy with multiples sites biopsies:
- UAT (bronchi & esophagus)
- rhinopharynx, hypopharynx,
- base of the tongue

Diagnostic routine tonsillectomy(uni/bilat)
The most common sites of primary lesion

No I ntraoperative

Diagnosticadenectomy: allow IHC study (typisation)
CAVE: Never BX of lymph node, high risk of dissemination!!!

frozen

{
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Invasive diagnostic tools: Routine tonsillectomy

Enlarged, bilateral (also on site after previous tonsillectomy)
Inclusion and analysis in 5mm paraffin serial sections (whole tonsil)
Small cryptic SCC found in up to 30% of cases

Complementary study: IHC, HPV status

IMPORTANT:
Impact on therapeutic approach:RTH = primary site + LN «oost»

Prof. Dr Med S. AndrejeviBlant, Oct 2012
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Invasive diagnostic tools: Diagnostic Adenectomy

After severalnon conclusive/non contributive FNA

Diagnostic intent

Al | ows e

Ato study morphology,

Aother prognostic criteria (ex extracapsular extensiowascular invasion)

Aextensive IHC analysis,

Acomplementarymolecular assays (FISHPCR)
EBV genome: nasopharyngeal SCC
HPV high risk phenotype: oropharyngeal cancer
Microsatellite mutation analysis of metastatic nodal tissue and
« normal» mucosd. Califano et al 1999)
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Di agnostic of CUPe.

é It is mandatory and strongly recommendedthat
clinicians, radiologists and expert ENT pathologists
(TumorBoard) confronttheir opinionsbeforeand after
final diagnosigaccordingto institutional SOP§

Prof. Dr Med S. AndrejeviBlant, Oct 2012
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Anatomopathological analysis

EEr—

Undifferentiated malignant tumor
| | ]
CK CK + CK - CK - CK -
CD45 CD45 - CD45 + CD45 - CD45 -
S-100 S-100 - S-100 - S-100 + S-100 -
\ 4 \4 \ 4
Problem!! Lymphoma Melanoma Sarcoma
Artifacts? B & T phenotype (MelanA, HMB-45) (SML, DES, CD31,
Repeat IHC!! EMA, CD30, ALK Liposarcoma CD34, CD99, CD117)
(large cell) PMNST
\ 4 \4 \ 4
Germinal tumor Malignantmesothelioma Undifferentiated
(PLAP, tI)JHC:;, aAFP) (CK5/6, WT1, Calret) carcinoma
EmbyonalCA ;
ChoNIGCA. Synovialsarcoma

Yolk sac tumor

Epitheliodsarcoma

Prof. Dr Med S. AndrejeviBlant, Oct 2012
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Di agnostic algorithme of carcinoma of

Anatomopathological analysis
(Cytology & Histology)

i

Standards & Specific
AClinical history
AAntecedentsAnamnesis,

AFull clinical examination
@ ARx thorax MRI, PETCT..
:

HISTOLOGICAL TYPE

7

Neuroendocrine
Carcinoma




CUP: Therapeutic approach
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The main goal of treatment is to offer theocal control of:
A metastatic LN cervical disease,

A occult contralateral LN cervical disease,

A occult primary lesion.

Therapeutic options:

1) Surgery alone:

unilateral or bilateral neck dissection (level)l

2) RTH therapy alone:

unilateral or bilateral neck irradiation (level¥/1lll & pharynx)
3) Surgery + RTH (unilat and/or bilat & pharynx

4) RTH/CTH follow by salvage surgery

Prof. Dr Med S. AndrejeviBlant, Oct 2012
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Clinical stagecN1 or cN2a,
w/0 extra capsular extensiof
or<3LNs

—
-

Surgery alone

Clinical stagecN1 or cN2a

with extra capsulaextension, RTH uni/ bilateral ° Surgery (?)
cN2b,cN2c

or > 3 LNs

Clinical stagecN3 Radical neck dissection + RTH® CTH

Neo-adjuvant CTH + Surgery + RTH
RTH/CTH ° Surgery

Prof. Dr Med S. AndrejeviBlant, Oct 2012




Neck dissection (Level V) ‘4 ;
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Pathology rapport n

Inclusion and serial section analysis of all LNs
Apreci se é
total number, andtopography of LN (by level)
mean size
size ofbiggestLN (if more thar3cm, additional section 1/cm)
consistenceand mobillity,
(relation with skin, muscle, jugular vein, carotid artery
Alooking forextrac apsul ar extensi on,

N stage:é . TxJpN2ajMxe .and | evel é

Prof. Dr Med S. AndrejeviBlant, Oct 2012




CUP: tumor biology
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Chromosomal Abnormalities
Aneuploidy in70%i 90%
(without any relationship to patterns of metastatic involvement or survival).

Tumor Suppressor Genes and Proteins
p53 overexpression
KiSS 1 metastasisuppressor gene was correlated with poor prognosis

Angiogenesis
no prognostic value of a microvessel density mark&x34 and VEGFA)

Microarray technology should be used to compare expression profiles between CUHR
known primary tumors, as well as for assigning CUP cases to sites of origin leading

P a

elucidatewhat is really missing in CUP: the primary or the biology?
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CUP: Prognosis S Unilabs
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AThe nodal status is consideredas the most important prognostic factor

(prognosisequivalentto that observedn patientswith knownprimary and similar nodal
stage)

AFor patientsreated with neck dissection prognostidactorsinclude
(N-stage humberof nodesgrading,extracapsulaextension

AEBV genomenasopharynge&CC (worstprognosis)

The overall 5year survival rate 1520%.

Prof. Dr Med S. AndrejeviBlant, Oct 2012




Head & Neck CUP:Ta ke home messag
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AThinking at the beginningé(cy
AAnatomaclinical confrontatiorBEFORE & AFTER diagnostic
IS mandatory€xpert team agreemegnt
AMulticentric approach
(biopsies, tonsillectomy, lymph node adenectomy)

AParticular technical approach during FNA or histological analysis
AExtensive complementary analysis:

IHC according to histological type,

Topography of LN (levels-V1), .

Molecular biology ( EBV, HPV). l

Pre-therapeutic asesssiet & T TTApproaehh
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2. A thyroid nodule:
Diagnostic challenge in cytology & histology

Prof. Dr Med S. AndrejeviBlant, Oct 2012
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Benignant 50-75% Malignant 5-10%
Nodule Carcinomas
Cyst papillary
Thyroiditis : medullary
Lymphocytic undifferentiated
Subacutegranulomatous (de Quervain)

Suspect 130%

Insufficient  2-15%
(< 5-6 groups of thyreocytes)

Proliferations:
T follicular

I oncocytic




Cytology: uspect/mdeté@

15-30% of follicular/on rolitferation

benignant . malignant

Colloid Adenomateus Follicular
Nodule cellular nodule Neoplasia
| _J
Y

£ increasing of cellularity

Blant, Oct 2012

[ ] decreasing of colloid
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Thyroid nodule-histology

Malignant (5%)
( 85 %)




Thyroid nodule-histology| i
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Follicular adenoma
Carcinomas
Derivates fromfollicular cells

Papillary (75-85%)
Follicular (10-20%)
Poorly differentiated (> 5%)
Undifferentiated (> 5%)
Derivates from C cells cellules (parafollicular
Medullary (> 5%)

Well differentiated tumor of uncertain malignant potential

Spindle cell tumor with «thymus-like » differentiation

Other (rare): Lymphomas, metastaghksi d ney, breast,
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Follicular adenoma T
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homogenous

—

thin fibrous capsuls

"

unique nodule

i/

Prof. Dr Med S. AndrejeviBlant, Oct 2012




