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Objectives  

ÅReview some of the more common 

cytodiagnoses  of the Head and Neck  

ÅEstablish an approach to some of the 

diagnostic dilemmas using a case based 

tactic  

ÅEmphasized topics include lymph nodes, 

cystic neck masses, reactive reparative 

changes, and salivary gland lesions  



Lymph Nodes 

ÅIn a bulk of cases FNAs of the neck are 

performed to investigate clinically 

suspicious lymphadenopathy (LAD) 

ÅThe primary differential diagnoses include: 

ïReactive/Infectious LAD 

ïMetastatic Disease 

ïLymphoma  

 



Reactive Lymphadenopathy  

Å De novo head and neck LAD in pediatric FNAs are frequently 

benign (65%) 

Å Pediatric patients with a history of malignancy also have a high rate 

of benignancy in aspirated nodes (43%)  

Å FNAC avoided additional surgical procedures in 61% of cases in 

one review 

Å The cytodiagnosis of reactive lymph nodes is most accurate in 

patients under 50 years (~5% risk of subsequent malignant 

diagnosis)  

Å A higher rate (29%) of subsequent open biopsy finding of 

malignancy occurs in patients over 50 following a cytodiagnosis of 

benign (mixed) lymph node  

 

 

Vande Schoot L et al. J Pediatr 

Surg. 2001. 36(1):7-11 

Yu GH, McGrath CM. Diagn 

Cytopathol . 2000. 23(4):249-52 



Assessing for the Possibility of 

Lymphoma  

ÅTo confirm material is adequate (in node) a 

small drop of the aspirate is placed onto 

slide(s) for immediate assessment 

ÅThe remainder is rinsed in a cell preservative 

(eg : RPMI-1640 Roswell Park, Buffalo, NY) 

ÅGenerally 10 million cells are considered 

adequate for FC assessment (2-3 passes) 

Caraway NP. Cancer (cytopathology) 

2005;105:432-442. 

 



Cytologic  Features of Reactive 

Lymphadenopathy  

ÅPolymorphic lymphoid cells showing a 

maturational sequence  

ÅReactive germinal centers are prominent  

ÅTingible body macrophages are present  

ÅAbsence of a monomorphic lymphoid population 

(small, medium, or large)  

ÅAbsence of a subpopulation of large, irregular 

lymphoid cells (Hodgkinõs Lymphoma, Anaplastic 

T-cell lymphoma, Large B -cell lymphoma)  



Reactive Lymphadenopathy  



Reactive Lymphadenopathy (37 

male with history of PTC) 



Cytologic  Features of 

Lymphoproliferative  Disorders 

ÅMonomorphic lymphoid population  

ÅObvious population of small cleaved lymphocytes 

(Follicular lymphoma, Mantle cell lymphoma) or small 

lymphocytes with clumped chromatin (CLL/SLL) 

ÅObvious population of medium -sized cells 

(Lymphoblastic lymphoma, Burkittõs lymphoma, 

Ewingõs sarcoma/PNET) 

ÅPopulation of large lymphoid cells with convoluted 

nuclei +/ - prominent nucleoli (Hodgkin lymphoma, 

Diffuse Large B-cell lymphoma,  Anaplastic T -cell 

lymphoma)  

Caraway NP. Cancer (cytopathology) 

2005;105:432-442. 



CLL 

91 year old male with left cheek 

nodule  



MALT 

71 year old female with history 

of MALT now with cervical LAD 



23 year old male with a posterior 

neck soft tissue mass 



Ewingõs 

sarcoma  

23 year old male with a posterior 

neck soft tissue mass (cell block) 



DLBCL 

65 year old female with 

multifocal LAD 



Hodgkin lymphoma  

31 year old female with cervical 

LAD 



Lymph Nodes: Lymphadenitis  

Å Necrotizing granulomata are the hallmark of tuberculosis infection; 

also seen in fungal infection and other AFB infections (eg: scrofula 

in children) 

Å Suppurative granulomata suggests nontuberculous AFB if in cervical 

node of a child; cat scratch disease is also primary a consideration  

Å Granulomas without necrosis can be suggestive of sarcoidosis, 

toxoplasma, or foreign body reaction in the right setting  

Å Series of passes for microbiologic cultures and/or PCR testing is 

recommended  

ï Bartonella PCR (cat scratch disease), mycobacteria  

Å Serologic tests may be useful in a subset of cases (arthralgias, fever, 

leukopenia) 

ï Differentiate Systemic Lupus Erythematous Lymphadenitis from Kikuchi- Fujimotoõs disease 

(histiocytic necrotizing lympadenitis) 

Å A florid granulomatous reaction can be present obscuring 

metastatic carcinoma, NHL, and HL  

Orell & Sterrettõs. Fine Needle 

Aspiration Cytology 5
th
 Edition. 2012. 



Sarcoidosis 

Non-necrotizing Granulomatous 

Inflammation  



Kikuchi-Fujimotoõs disease 

Suppurative Necrotizing 

Granulomatous Inflammation  



Lymph Nodes: Metastatic 

Disease 

ÅDiagnostic accuracy of FNA for metastatic 

disease ranges from 83-97%  

ÅCervical LAD is the most common presenting sign 

of malignant disease elsewhere in the head and 

neck 

ïSquamous cell carcinoma (90% after age 40)  

ïNasopharyngeal carcinoma, salivary gland tumor 

metastases, thyroid carcinoma, melanoma, 

carcinomas from visceral organs   

Å75% of branchial  cysts occur in patient age 20-

40. 

 

 

Layfield LJ. Diagnostic 

Cytopathology. 2007; 

35(12):798-805 

 



Classic FNA Cytomorphology : 

Benign Squamous Cysts versus SCCA 

Benign Squamous-Lined Cysts Squamous Cell Carcinoma  

Abundant inflammation (PMNs) Large number of squamous elements  

Few squamous epithelial cells Occasional nuclear hyperchromasia  

Bland nuclear features in squamous cells  Occasional nuclear membrane irregularity  

Crystals High N/C ratio 

Layfield LJ. Diagnostic 

Cytopathology. 2007; 

35(12):798-805 

 



Lymph Nodes: Differentiating 

SCCA from Benign Epithelial Cysts 



Lymph Nodes: Differentiating 

SCCA from Benign Epithelial Cysts 



Lymph Nodes: Differentiating 

SCCA from Benign Epithelial Cysts 

Branchial Cleft Cyst 

Metastatic SCCA 



Lymph Nodes: Differentiating 

SCCA from Benign Epithelial Cysts 

Thyroglossal duct cyst  

Epidermal Inclusion Cyst 



Inflamed EIC 

Lymph Nodes: Differentiating 

SCCA from Benign Epithelial Cysts 



Lymph Nodes: Differentiating 

SCCA from Benign Epithelial Cysts 



Well-Differentiated SCCA 



Options for Needle Rinse 

ÅPatients with FNAs showing SCCA with no clinical 

evidence of a head and neck primary might benefit 

from HPV testing 

ÅPatientõs with HPV-related tumors show a greater 

response to radiation and overall improved survival 

compared to patients with non -HPV tumors  

Jarboe EA et al. Diagnostic 

Cytopathology. 

2012;40(6):491-497 

 



HPV-Associated SCCA of 

the Head and Neck  ÅMost commonly HPV driven 

carcinomas are poorly 

differentiated non -keratinizing 

tumors 

ÅThey may less frequently 

demonstrate cystic change 

with keratinization   

ÅMany cases may share 

morphology with 

nasopharyngeal carcinoma 

(EBV ISH testing on a cell block 

may be of value)  

Photomicrographs adapted from Krane JF. Acta 

Cytologica . 2013;57:117-126. 



Options for Needle Rinse to  

Assess for HPV Status 

ÅRinse for cell block with 

immunohistochemical  staining for p16 or 

DNA in situ hybridization (ISH) 

ÅRinse into Thin-Prep
®
 Pap Test PreservCyt

®
 

solution for either Hybrid Capture II or 

CervistaÊ HPV HR testing 



Limitations of HPV Testing 

Å p16 is highly sensitive (near 100%) for the presence of HPV 

infection but with specificity of ~80%.  

Å p16 overexpression has been found in a subset of non -HPV 

associated SCCA, small cell carcinoma and sinonasal 

undifferentiated carcinoma  

Å p16 may be expressed in normal tonsillar crypt epithelium as 

well as within the benign epithelium of a branchial  cleft cyst 

Å DNA ISH testing has a lower sensitivity with a higher specificity 

for HPV 

Å Neither p16 nor DNA ISH has a consensus standard guideline 

for the interpretation of a positive  

Krane JF. Acta Cytologica . 

2013;57:117-126. 

 



Recommendations  

Å Positive HPV testing in the presence of SCCA morphology can 

function as a standard part of cytologic  workup 

Å Positive HPV testing can be used in FNAs of lung SCCAs as evidence 

of metastatic involvement from a head and neck primary  

Å Positive HPV testing in cases that are nondiagnostic  on 

cytomorphology  should be treated with caution  

Å Adult patients with aspirates showing squamous elements; 

recommend excision liberally  

Å Donõt forget  about other metastatic sources (approximately 50% of 

supraclavicular metastases originate from primary carcinomas 

below the diaphragm)  

Layfield LJ. Diagnostic Cytopathology. 

2007; 35(12):798-805 

Krane JF. Acta Cytologica . 

2013;57:117-126. 



Reactive/Reparative Versus 

Mesenchymal  Neoplasm  

ÅMany patients evaluated for head and neck 

FNAs have had prior surgery or chemo-radiation 

treatment  

ÅA variety of benign and malignant 

mesenchymal  neoplasms involve the soft tissues 

of the head and neck  

ÅThus a common diagnostic dilemma occurs 

with respect to spindle cell lesions 



Sometimes it Really is Nothing:  

2 cm nodule 10 days postoperative  

Seroma 



30 year old male with left 

parapharyngeal  neck mass 






