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We take great pleasure in introducing this supplement dedicated 
to management of head neck squamous cell cancer from an un-
known primary (HSCCUP).

The management of HNSCCUP is inherently difficult for several 
reasons. Firstly, there is a paucity of robust contemporary evi-
dence on the topic. Historic studies predate our understanding 
of the role of human papillomavirus (HPV) in the head and neck 
and, with the incidence of HPV related disease rising, manage-
ment recommendations should necessarily keep abreast of this 
evolving landscape to be able to offer the greatest certainty of 
any patient benefit. Secondly, the understanding and definition 
of what is considered an ‘unknown primary’ alters during the 
diagnostic pathway as examination, investigations and biopsies 
identify disease. As a result, direct interstudy comparisons or 
meta-analysis are complicated by incongruent cohort defini-
tions and eligibility criteria. Thirdly, true unknown primary dis-
ease is not common (3%–5% of all head and neck cancers), and 
so establishing both a substantial evidence base and reasonable 
clinical experience regarding its management can be challeng-
ing, particularly in the single centre setting.

Despite these limitations, many organisations have produced 
guidelines covering the management of HNSCCUP, using a va-
riety of methodologies. In considering which methodology to 
adopt to produce the present guidelines, the editors chose to de-
velop a bespoke multi-stage process for several reasons. Firstly, 

owing to the paucity of contemporary evidence, consensus 
opinion will undoubtedly be controversial. Without a robust evi-
dence base, consensus opinion would benefit from being as rep-
resentative of all stakeholders as possible. This lends itself to as 
much multicentre national engagement as possible to encourage 
widespread buy-in to the output. Secondly, by involving as many 
stakeholders and centres as possible, the resultant guidelines are 
more likely to be considerate of local resource constraints, and 
so more likely to be adhered to.

We put in place an ambitious programme of work in consulta-
tion with several stakeholder organisations to realise this aim. 
The methodology for consensus generation was set out ahead of 
this exercise, and peer reviewed by an expert team to ensure crit-
ical feedback and generate stakeholder support [1]. Consultation 
with a wide array of professional groups The Head and Neck 
Society | ENT UK, The British Society of Head & Neck Imaging, 
The Royal College of Radiology ǀ Clinical Oncology section, and 
The Royal College of Speech and Language Therapists led to fo-
cused questions, the answers for which would inform unknown 
primary management. These led to the format for consensus day, 
which closely followed the patient journey. The data to inform 
consensus was generated from systematic reviews, national 
audits, prospective study [2] and a Delphi exercise. Both na-
tional audits were led by INTEGRATE—The UK ENT Trainee 
Research Network, with input from experts as needed. The prac-
tice guidelines arising from this meta-consensus exercise were 
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published as consensus statements in the sixth edition of the 
United Kingdom National Multidisciplinary Guidelines [3].

Arain, Madani and Awad [4] offer an evidence-based summary 
and make recommendations for imaging HNSCCUP, indicat-
ing MRI to be an integral part of the cross-sectional imaging, 
in addition to PET-CT scans. Thomas et al. [5] identify the evi-
dence base for oropharyngeal biopsy in HNSCCUP, while Bowe 
and Garg [6] inform us that biopsies of non-oropharyngeal sites 
are not indicated when the imaging and clinical examination is 
clear. The first national audit on investigations for HNSCCUP [7] 
captures the national practice for diagnosis of this disease pro-
cess. Takhar et al. [8] set out the cohort of patients for whom sur-
gery alone will suffice as sole treatment modality, while Iqbal, 
Jackson and Paterson [9] define the indications for adjuvant 
radiation therapy to the neck after neck dissection. The second 
national audit on survival outcomes for HNSCCUP [10] demon-
strates the excellent outcomes for HPV positive disease, while 

cautioning that neck dissection alone might be associated with 
worse local control, but not overall survival, for patients with 
HNSCCUP.

The works included in the supplement have helped harmonise 
practice by offering consensus guidelines, define the outcomes 
of the current treatment paradigms and will help generate fur-
ther hypothesis driven studies. Additionally, this process offers a 
model for generating robust guidelines in rare disease processes.

We are very grateful to all stakeholders and individual partic-
ipants for generously offering their time and effort, without 
which this output would not have been possible. We recommend 
the contents of this supplement to all colleagues involved in the 
management of HNSCCUP and, to raise awareness, this edito-
rial is jointly published across Clinical Oncology (R Coll Radiol).

List of contributors to the consensus generation process.

Name Role Affiliation

Ajith George ENT MDT representative Royal Stoke University Hospital

Alex Bowen ENT MDT representative North Manchester General Hospital

Andrew Coatesworth ENT MDT representative York Hospital

Andrew Harris ENT MDT representative Royal Gwent Hospital, Newport

Andrew Husband ENT MDT representative Royal Devon and Exeter Hospital

Andrew Williamson INTEGRATE HN committee —

Ann Sandison Consensus day contributor —

Anna Thompson Consensus day contributor —

Arun Takhar Consensus day contributor —

Arvind Arya ENT MDT representative Glan Clwyd Hospital, North Wales

Athena Togo ENT MDT representative Raigmore Hospital, Inverness

B Nirmal Kumar ENT UK President —

Basil Al Omari ENT MDT representative Norfolk and Norwich 
University Hospital

Bindy Sahota ENT MDT representative Royal Derby Hospital

Brian Fish Consensus day contributor —

Cameron Davies-Husband ENT MDT representative Royal Sussex County Hospital, Brighton

Charles Daultrey ENT MDT representative Worcestershire Royal Hospital

Chris Hogan INTEGRATE HN committee —

Chris Jennings ENT UK H&N Society Council —

Christina Wilson Consensus day contributor —

Christopher Holsinger Consensus day contributor —

Claire Paterson Consensus day contributor —

Conor Bowe Consensus day contributor —

Costa Repanos ENT UK H&N Society Council/
ENT MDT representative

Queen Alexandra Hospital, Portsmouth

David Howe ENT MDT representative University Hospital Coventry 
and Warwickshire (UHCW)
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Name Role Affiliation

David Walker ENT MDT representative Royal Surrey County Hospital, Guildford

Dawn Carnell Consensus day contributor —

Dev Srinivasan Consensus day contributor —

Emma King ENT MDT representative Poole Hospital

Enyi Ofo ENT MDT representative St George's Hospital, London

Frank Stafford ENT UK H&N Society Council —

George Mochloulis ENT MDT representative Lister Hospital, Stevenage

Giles Warner Consensus day contributor —

Gitta Madani Consensus day contributor —

Grainne Brady Consensus day contributor —

Hiro Ishii ENT UK H&N Society Council —

Hugh Wheatley ENT UK H&N Society Council —

Iain Nixon ENT MDT representative Western General Hospital, Edinburgh

Imran Petkar Consensus day contributor —

Jagdeep Virk ENT MDT representative St Bartholomew's Hospital, London

Jaiganesh Manickavasagam ENT MDT representative Ninewells Hospital, Dundee

James Constable INTEGRATE HN committee —

James Moor ENT MDT representative Leeds General Infirmary

James O'Hara ENT MDT representative Freeman Hospital, Newcastle

Jarrod Homer ENT UK H&N Society Council/
ENT MDT representative

Manchester Royal Infirmary (MRI)

Jean-Pierre Jeannon ENT MDT representative Guy's Hospital

Jemy Jose ENT UK H&N Society Council/
ENT MDT representative

Hull Royal Infirmary

Jennifer Montgomery ENT MDT representative Queen Elizabeth University 
Hospital, Glasgow (QEUH)

Jo Patterson Consensus day contributor —

John C Hardman HNSCCUP Consensus Initiative 
Steering Committee

—

John de Almeida Consensus day contributor —

Jonathan P Hughes ENT MDT representative —

Kate Hulse INTEGRATE HN committee —

Katharine Davies ENT MDT representative Aintree University Hospital

Ketan Shah Consensus day contributor —

Kevin Harrington HNSCCUP Consensus Initiative 
Steering Committee

—

Kirsty Beaton Consensus day contributor —

Kishan Ubayasiri ENT MDT representative Queen's Medical Centre, 
Nottingham (QMC)

Kris Milinis INTEGRATE HN committee —

Liam Flood Consensus day contributor —

Macolm Jackson Consensus day contributor —

Malcolm Buchanan ENT MDT representative Glasgow Royal Infirmary
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Name Role Affiliation

Marcos Martinez Del Pero ENT MDT representative Addenbrooke's Hospital, Cambridge

Mark Puvanendran ENT MDT representative Broomfield Hospital, Chelmsford

Mark Wilkie Consensus day contributor —

Max Robinson Consensus day contributor —

Mehmet Sen Consensus day contributor —

Montey Garg Consensus day contributor —

Mouli Doddi ENT MDT representative Royal Glamorgan Hospital, South Wales

Mrinal Supriya ENT MDT representative Northampton General Hospital

Nashreen Oozeer ENT MDT representative Sunderland Royal Hospital

Navdeep Upile ENT MDT representative Maidstone Hospital

Neil Sharma ENT MDT representative Queen Elizabeth Hospital Birmingham

Nigel Beasley ENT MDT representative Royal Hallamshire Hospital, Sheffield

Nimesh Patel ENT MDT representative Southampton General Hospital

Noemi Kelemen Consensus day contributor —

Oladejo Olaleye ENT MDT representative Leicester Royal Infirmary

Oliver Dale ENT MDT representative Bristol Royal Infirmary

Oliver McLaren ENT UK H&N Society Council —

Olly Donnelly Consensus day contributor —

Panagiotis Asimakopoulos ENT MDT representative Aberdeen Royal Infirmary

Paul Pracy ENT UK H&N Society Council —

Paul Stimpson ENT MDT representative University College London Hospital

Paul Tierney Consensus day contributor —

Peter Clarke ENT MDT representative Charing Cross Hospital, London

Peter Lion Consensus day contributor —

Preetha Chengot Consensus day contributor —

Racheal Thomas Consensus day contributor —

Ramzan Ullah ENT MDT representative Royal Victoria Hospital, Belfast

Ricard Simo ENT UK H&N Society Council —

Richard Williams ENT MDT representative Derriford Hospital, Plymouth

Robert Hone ENT MDT representative Kent & Canterbury Hospital

Rohit Kumar ENT MDT representative Wythenshawe Hospital, 
Greater Manchester

Salil Sood ENT MDT representative Royal Shrewsbury Hospital

Sandeep Berry ENT MDT representative University Hospital of Wales 
(UHW), Cardiff

Sanjai Sood ENT UK H&N Society Council President —

Shahid Iqbal Consensus day contributor —

Shane Lester ENT UK H&N Society Council/
ENT MDT representative

The James Cook University 
Hospital, Middlesbrough

Sharan Jayaram ENT MDT representative Royal Preston Hospital

Shivun Khosla INTEGRATE HN committee University College London Hospital

Sian Dobbs INTEGRATE HN committee —
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Name Role Affiliation

Somiah Siddiq Consensus day contributor —

Stuart Winter ENT UK H&N Society Council —

Syed Ahsan ENT MDT representative New Cross Hospital, Wolverhampton

Taran Tatla ENT MDT representative Northwick Park Hospital, London

Tom Roques HNSCCUP Consensus Initiative 
Steering Committee

—

Tommi Tornari Consensus day contributor —

Vinidh Paleri ENT UK H&N Society Council —

Vinod Prabhu ENT MDT representative Morriston Hospital, Swansea

Zaid Awad ENT MDT representative Charing Cross Hospital, London

Zi Wei Liu ENT MDT representative Northwick Park Hospital, London

Zsuzsanna Iyizoba-Ebozue Consensus day contributor —
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