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1. ABBREVIATIONS 

CT: Computed Tomography 

CUP. Carcinoma of Unknown Primary 

DNA: Deoxyribonucleic acid 

EBER1: Epstein-Barr-encoded RNA-1 

EBV: Epstein Barr Virus 

ENE: Extra-nodal extension 

HPV: Human Papillomavirus 

HN: Head and Neck 

HR-HPV: High Risk Human Papillomavirus 

ISH: In-Situ Hybridization 

MRI: Magnetic Resonance Imaging 

PAFN: Puncture Aspiration with Fine Needle 

PET: Positron Emission Tomography 

PCR: Polymerase Chain Reaction 

PONV: Postoperative Nausea and Vomiting 

QoL: Quality of Life   

RT: Radiotherapy 

SCC: Squamous Cell Carcinoma 

SCM: Sternocleidomastoid Muscle 

SEORL-CCC: Sociedad Española de Otorrinolaringología y Cirugía de Cabeza y Cuello 

TLM: Transoral Laser Microsurgery 

TORS: Transoral Robotic Surgery 

UICC-AJCC: International Union Against Cancer - American Joint Committee on Cancer 
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2. ABSTRACT 

BACKGROUND: The Head and Neck Carcinoma of Unknown Primary (HNCUP) is the 

histologically confirmed metastatic cancer in a cervical lymph node without the finding of a 

primary tumor at the time of the initial management. Its diagnosis evaluation has changed 

according to new scientific evidence, but these changes have not always been reflected in 

clinical practice. Despite the unilateral palatine tonsillectomy being postulated as the ideal 

and less aggressive alternative to the bilateral palatine tonsillectomy in its management, 

hospitals around the country still perform the bilateral approach because of the lack of 

experimental studies comparing both techniques. 

OBJECTIVES: The aim of this study is to prove that the unilateral palatine tonsillectomy in 

the management of the HNCUP is not inferior to the standard bilateral palatine 

tonsillectomy in terms of overall survival. When it comes to secondary objectives, we will 

assess the improvement in the quality of life (QoL) during the postoperative period with the 

unilateral approach, as well as the reduction in surgical time, postoperative complications, 

days of hospitalization, and costs of this pathology management. 

DESIGN: This study is designed as a multicenter, randomized, open-labelled clinical trial 

performed among reference Head and Neck hospitals from Spain, with the help and 

coordination from Sociedad Española de Otorrinolaringología y Cáncer de Cabeza y Cuello 

(SEORL-CCC). 

PARTICIPANTS: Adult patients with HNCUP from Spain with a squamous cell histology of the 

adenopathy and the sole detection of the adenopathy in the PET-CT scan. 

METHODS: 1.230 patients will be recruited consecutively in all hospitals with a Head and 

Neck unit from Spain and coordinated by the SEORL-CCC and a reference hospital in every 

autonomous community. Patients will be randomly assigned into two treatment groups: 

bilateral palatine tonsillectomy (A) and unilateral palatine tonsillectomy (B). Overall survival 

at the 5 years from the diagnosis will be assessed, as well as the QoL during the 

postoperative period, surgical time, postoperative complications, days of hospitalization 

and management costs. 

KEYWORDS: Carcinoma of unknown primary, head and neck cancer, squamous cell 

carcinoma, tonsillectomy, overall survival, postoperative quality of life, postoperative 

complications. 
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3. BACKGROUND 

3.1. LYMPH NODE LEVELS OF THE NECK 

 Lymphatic ganglia of the head and neck (HN) are 

classified into different levels, following anatomical 

references (1–6): 

- Level I: is delimited superiorly by the mandible 

and inferiorly by the hyoid bone and the digastric 

muscle. It can be divided into: 

o Ia - Submental group: between the 

anterior belly of the digastric muscle 

laterally and the virtual anatomic midline 

medially. 

o Ib - Submandibular group: bounded by 

the anterior and posterior bellies of the 

digastric muscle. 

- Level II – Upper Jugular Group: it contains the beginning of the jugular chain. It 

is the most frequently involved nodal level. Level II is delimited superiorly by the 

skull base, and inferiorly by the caudal edge of the hyoid bone. Its anterior border 

is the stylohyoid muscle and its posterior one is the posterior border of the 

sternocleidomastoid muscle (SCM). Laterally, it’s bounded by the medial surface 

of the SCM; and it’s medially limited by the internal carotid artery and the 

scalenus muscle. It can be divided into: 

o IIa: anterior to the accessory spinal nerve. 

o IIb: posterior to the accessory spinal nerve. 

- Level III – Middle Jugular Group: it contains the middle jugular nodal group. 

Level III is bounded superiorly by the caudal edge of the hyoid bone, inferiorly by 

the caudal border of the cricoid cartilage, posteriorly by the posterior border of 

the SCM and anteriorly by the lateral border of the sternohyoid muscle.  

- Level IV – Lower Jugular Group: it contains the lower jugular nodal group. Level 

IV is bounded superiorly by the caudal edge of the cricoid cartilage, inferiorly by 

Figure 1 Anatomic diagram of the 

lymph node levels of the neck. 

Extracted from Consensus Statement on 

the Classification and Terminology of 

Neck Dissection (1) 
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the clavicle, posteriorly by the posterior surface of the SCM and anteriorly by the 

lateral side of the sternohyoid muscle. It can be divided into: 

o IVa: bordered medially by the medial edge of the common carotid artery, 

the medial edge of the thyroid gland and scalenus muscle (more 

superiorly), and the medial edge of the SCM (more inferiorly). It’s laterally 

bound by the medial edge of the SCM (more superiorly) and the lateral 

edge of the SCM (more inferiorly). 

o IVb: inferior to the IVa level, level IVb goes down to the cranial edge of 

the sternal manubrium. Its anterior limit is the deep surface of the SCM, 

its posterior one the anterior edge of the scalenus muscle cranially and 

the apex of the lung, the brachiocephalic vein and artery plus the 

common carotid and the subclavian arteries more inferiorly. Laterally, it 

has the lateral edge of the scalenus muscle. Medially, it has the medial 

border of the common carotid artery. 

- Level V (Va and Vb)– Posterior Triangle Group: Level V is situated posteriorly to 

the SCM and adjacent to the inferior portion of the spinal accessory nerve and 

transverse cervical vessels. It’s bounded superiorly by the superior edge of the 

hyoid bone and inferiorly by a virtual horizontal plane crossing the transverse 

vessels. On its anterior border, it has the posterior margin of the SCM. On its 

posterior border, it has the anterior border of the trapezius muscle. Laterally, it 

has the platysma muscle and the skin. Medially, there are the levator scapulae 

(superiorly) and the scalenus muscle (caudally). 

- Level Vc – Lateral Supraclavicular Group: Following the Level V, its cranial limit 

is the plane just below transverse cervical vessels. It ends caudally 2 cm cranial 

to the sternal manubrium. Its anterior limit is the skin and its posterior one the 

anterior border of trapezius muscle (cranially) and the serratus anterior muscle 

(caudally). Laterally, it has the trapezius muscle (cranially) and the clavicle bone 

(caudally). Medially, it has the scalenus muscle, the lateral edge of the SCM and 

the lateral edge of level IVa. 

- Level VI – Anterior Compartment Group: Level VI contains the anterior 

compartment nodes including superficially the anterior jugular nodes (level VIa) 
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and the deep compartment nodes including the deep previsceral space, the pre-

laryngeal, pre-tracheal and para-tracheal nodes (level VIb).  

o Level VIa: contained between the anterior edges of the SCM muscles. Its 

cranial border is the caudal edge of the hyoid bone. Its caudal border is 

the edge of the sternal manubrium. Its anterior border is the platysma 

and its posterior one the anterior surface of the infrahyoid muscles.  

o Level VIb: contained between the 2 common carotid arteries. Its cranial 

border is the caudal edge of the thyroid cartilage. Its caudal border is the 

cranial edge of the sternal manubrium. Its anterior border is the posterior 

aspect of infrahyoid muscle, its posterior one the anterior aspect of 

larynx, thyroid gland and trachea, its lateral one the common carotid 

artery and its medial one the lateral aspect of trachea (superiorly) and 

oesophagus (caudally). 

- Level VII – Prevertebral Compartment Group/Superior mediastinal lymph 

nodes: Level VII has been recently added and it has been discussed as it’s outside 

the anatomical bounds of the neck. They are normally considered metastatic 

rather than adenopathic. Its superior limit is the innominate artery, and its 

inferior one is the aortic arch. 

o Level VIIa – Retropharyngeal nodes: it extends cranially from the upper 

edge of the first cervical vertebrae to the cranial edge of the body of the 

hyoid bone caudally. On its anterior border it has the pharyngeal 

constrictor muscles, and on its posterior one the longus capitis and 

longus colli muscles. Laterally, it has the medial edge of the internal 

carotid artery. Medially, it’s bounded by a parallel line to the lateral edge 

of the longus capiti muscle. 

o Level VIIb – Retro-styloid nodes: it extends cranially from the base of the 

skull (jugular foramen) to the caudal edge of the lateral process of C1 

caudally. Its anterior border is the posterior edge of the prestyloid para-

pharyngeal space. Its posterior border is the vertebral body of C1 and the 

skull base. Its lateral border is the styloid process and/or the deep parotid 

lobe. Its medial border is the medial edge of the internal carotid artery. 
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3.2. LYMPHATIC DISSEMINATION PATTERNS OF HN CARCINOMAS 

The lymphatic system drains tissue fluid, plasma proteins and other cellular 

debris back into the blood stream. Affection of lymphatic node levels of the neck has 

been related to several head and neck carcinomas. In general, metastases in the upper 

and middle neck (levels I-II-III-V) are attributed to HN cancers, while the affection of the 

lower neck (level IV) is often associated with primaries below the clavicles (7). 

 It is also known that the involvement of specific node levels is related to specific 

head and neck tumours. This is important as it can guide us when searching a primary 

tumour after the founding of a metastatic adenopathy. Thus, the correspondence of 

node levels affection and carcinomas is (4): 

- Level I: 

o Level Ia: floor of the mouth, anterior oral tongue, mandibular alveolar 

ridge, and lower lip. 

o Level Ib: oral cavity, anterior nasal cavity, soft-tissues of the mid-face, 

and submandibular gland. 

- Level II: nasal and oral cavities, nasopharynx, oropharynx, hypopharynx, larynx, 

and major salivary glands. 

- Level III: oral cavity, nasopharynx, oropharynx, hypopharynx, and larynx. 

- Level IV: 

o Level IVa: hypopharynx, larynx, thyroid, cervical oesophagus, and rarely 

the anterior oral cavity. 

o Level IVb: hypopharynx, subglottic larynx, trachea, thyroid, and cervical 

oesophagus. 

- Level V: 

o Level Va and Vb: nasopharynx, oropharynx, and thyroid. 

o Level Vc: nasopharynx. 

- Level VI:  

o Level VIa: lower lip and soft tissues of the chin. 

o Level VIb: lower lip, oral cavity (mouth floor and anterior oral tongue), 

thyroid, glottic and subglottic larynx, apex of the piriform sinus, and 

cervical oesophagus. 
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- Level VII:  

o Level VIIa: nasopharynx, pharyngeal wall, and oropharynx (tonsillar fossa 

and soft palate). 

o Level VIIb: nasopharynx + any of the head and neck cancers with 

infiltration of upper-level II nodes causing via retrograde flow. 

The anatomical sites at risk of developing a Head and Neck Squamous Cell 

Carcinoma (HNSCC), and, therefore, possible harbouring zones of a primary tumour 

when an adenopathy is found are shown in Figure 2 and include the oral cavity, 

nasopharynx, oropharynx, hypopharynx and larynx. 

3.3. CARCINOMA OF UNKNOWN PRIMARY DEFINITION 

 A carcinoma of unknown primary (CUP) is the histologically confirmed 

metastatic cancer without the identification of the primary tumour at the time of initial 

management. A head and neck CUP (HNCUP) is defined by the cervical location of a CUP. 

 

3.4. CUP AND HNCUP EPIDEMIOLOGY 

 The CUP represents 2-4% of cancers on both sexes, although on some developing 

countries it can exceed the 10%. It’s more common after the 7th decade of the life and 

rare before the 4th one. The neck location of a CUP represents about 5-10% of all patients 

Figure 2. Anatomical sites of HNSCC development. Extracted from: Head and neck squamous cell carcinoma (41) 
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with CUP. Every year, 59 CUP are diagnosed in the province of Girona (8); of these, 3 to 

6 are identified as cases of neck CUP.  

In Spain, almost a 10% of patients with a head and neck cancer first seek advice 

relating to an adenopathy, without any further signs (13). Of these, 3% will be 

carcinomas of unknown primary once the initial exploration has been performed. Thus, 

approximately 300 HNCUP are diagnosed in Spain every year.  

Its incidence is decreasing, as new diagnostic techniques are emerging such as 

PET-CT, immunohistochemistry techniques and genetics determinations.  

 

3.5. HNCUP HISTOLOGY 

 The HNCUP main histology is the squamous cell carcinoma (53-77%), related to 

head and neck cancers from the nasopharynx, oropharynx, hypopharynx, and larynx. 

There are other variants of squamous cell carcinomas as the verrucous, papillary, 

spindle-cell, adenosquamous, undifferentiated or basaloid (14). 

 

3.6. SQUAMOUS CELL HNCUP BIOMARKERS 

 Both Human Papillomavirus (HPV) and Epstein Barr Virus (EBV) have been linked 

to CUP of the head and neck and associations have been made between its presence on 

the metastatic adenopathy and the possible location of the primary tumour. Thus, 

cellular markers have been investigated to be able to screen the CUP (9, 14). 

 The presence of HPV has been linked to an oropharyngeal origin. HPV screening 

might be performed by a lymph-node fine-needle biopsy with the detection of the 

deoxyribonucleic acid of high-risk HPV (HR-HPV) on polymerase chain reaction (PCR), 

HR-HPV DNA on in-situ hybridization (ISH), or E6/E7 ribonucleic acid (R6/E7 RNA) on ISH. 

Anti-p16 immunolabeling is insufficient on fine-needle biopsy material alone, although 

in some hospitals such as Hospital Universitari Doctor Josep Trueta is still being 

performed because of the unavailability of HPV PCRs. When the adenopathy is resected, 

a screening for p16 protein can be performed with a more trustable result.  
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 The presence of EBV has been linked to a nasopharyngeal origin. EBV screening 

is performed by ISH detection of Epstein-Barr-encoded RNA-1 (EBER1). 

 

3.7. SQUAMOUS CELL HNCUP DIAGNOSIS 

 When diagnosing a squamous cell carcinoma of unknown primary (SCCUP), 

several levels of clinical, imaging and laboratory tests must be followed (15). After 

finding a suspicious neck mass, the history needs to be taken and a physical examination 

must be performed. The next step is a fine-needle puncture aspiration (PAFN) or a core 

biopsy of the neck mass, as well as an HPV and EBV testing (See 3.6. Squamous Cell CUP 

Biomarkers). Before or after the histologic study, a contrast-enhanced CT of the neck 

must be done. When a primary isn’t identified on the CT scan, a PET-CT must be the 

following exam (16). If an area from the upper aerodigestive tract (oral cavity, 

nasopharynx, oropharynx, hypopharynx, and larynx) is suspicious, a directed biopsy, 

helped by narrow-band imaging, should be performed. Random biopsies of 

nonsuspicious areas were performed some years ago, but latest evidence doesn’t 

recommend them (15,17).  

 When a primary is found after these procedures, it’s not a carcinoma of unknown 

primary anymore and it’s a primary cancer itself.  

 If there isn’t any primary identified, the following steps to take may vary 

depending on the hospital, the team’s experience, and many other factors. Latest 

protocols and reviews state the following procedures as standard (15,18–20), although 

they aren’t fully implemented yet: 

- If the lymphadenopathy is unilateral, an ipsilateral palatine tonsillectomy must 

be performed, followed by an ipsilateral lingual tonsillectomy if a primary isn’t 

found after the previous procedure.  

- If the lymphadenopathy is bilateral, a unilateral lingual tonsillectomy on the side 

with the greater nodal burden must be performed, and, afterwards, a 

contralateral lingual tonsillectomy must be done if a primary isn’t found. Finally, 

if a primary is yet to be found, an ipsilateral palatine tonsillectomy on the side 

with greater nodal disease must be the last step.  
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Main complications originated from palatine tonsillectomies include bleeding 

(0,3-7%) and postoperative nausea and vomiting (PONV, 70% of patients who haven’t 

received prophylactic anti-emetics). PONV can lead to higher admission rates, increased 

need for intravenous hydration and pain medicine, as well as decreased patient 

satisfaction. Nevertheless, the principal cause of morbidity derivated from palatine 

tonsillectomies is pain. Pain leads to a diminished oral intake and dehydration, 

dysphagia, weight loss, and can also affect mental health (21,22). 

Finally, transoral robotic surgery (TORS) and laser microsurgery (TLM) for lingual 

tonsillectomies should be mentioned as the preferable technique, as they both have 

been proved to be less aggressive, but able to provide an equivalent outcome in terms 

of primary tumor identification and survival (19,23–26). 

 

 

Figure 3. Diagnosis and management algorithm of squamous cell carcinoma (SCC) of unknown primary 

(SSCUP) in the head and neck. Adapted from Diagnosis and Management of Squamous Cell Carcinoma 

of Unknown Primary in the Head and Neck: ASCO Guideline (10). 
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3.8. HNCUP TNM STAGING 

The AJCC/UICC has published the 8th version of the TNM head and neck cancer 

staging. In this version of the TNM, stages change depending on whether the primary 

tumour and/or the adenopathy are Human Papillomavirus (HPV)-related or Epstein Barr 

Virus-related (8–10) or neither. It also includes the extranodal extension (ENE) concept, 

as it has been proved to be an independent adverse prognostic factor for non-viral 

related head and neck cancer. 

In general, carcinomas of unknown primary are assessed as T0, as no primary 

tumour is found (11). The N staging, nevertheless, must be specified and its value has 

important therapeutic and prognostic repercussions in the carcinoma of unknown 

primary (CUP) of the head and neck.  

 The 8th TNM Edition states that HPV-related lymphadenopathies must follow the 

N classification of oropharyngeal primary tumours, VEB-related lymphadenopathies 

must follow the N classification of nasopharyngeal primary tumours, and non-viral-

related CUP follows its own classification (11). This TNM staging is shown in Tables 1-3. 

The final stage grouping combining TNM stages of HNCUP cancers is presented in Annex 

1. 

Table 1 Clinical N Category Human Papillomavirus-Associated (p16-Positive) Oropharyngeal Cancer. Extracted from 

8th Edition TNM Staging Manual (8) 

 

N CATEGORY N CRITERIA 

Nx Regional lymph nodes cannot be assessed 

N0 No regional lymph node metastasis 

N1 One or more ipsilateral lymph nodes, none larger than 6 cm 

N2 Contralateral or bilateral lymph nodes, none larger than 6 cm 

N3 Lymph node(s) larger than 6 cm 
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Table 2 Clinical N Category for Epstein-Barr Virus-Associated (EBV-Positive) Nasopharyngeal Cancer. Extracted from 

8th Edition TNM Staging Manual (8) 

Table 3 Clinical N category for non-viral related carcinoma of unknown primary of the head and neck. Extracted from 

8th Edition TNM Staging Manual (10) 

 

3.9. SQUAMOUS CELL HNCUP TREATMENT 

 Definitive treatment of the SCCUP of the head and neck must be determined 

after a multidisciplinary discussion. In this multidisciplinary committee, the attendance 

and participation of otorhinolaryngologists, radiotherapists, oncologists, pathologists, 

and radiologists are important. There are two main branches of approach depending on 

whether the neck disease is small or large volume (10): 

                                                        

1 Clinical ENE is determined by clinical/radiological evidence of gross ENE, such as dermal involvement or 

soft tissue invasion with deep fixation to underlying muscle or adjacent structures, or clinical signs of 

nerve involvement (10) 

N CATEGORY N CRITERIA 

Nx Regional lymph nodes cannot be assessed 

N0 No regional lymph node metastasis 

N1 
Retropharyngeal (regardless of laterality) or unilateral cervical lymph nodes, 

none larger than 6 cm and above the caudal border of cricoid cartilage 

N2 
Bilateral cervical lymph nodes, none larger than 6 cm and above the caudal 

border of cricoid cartilage 

N3 
Lymph node(s) larger than 6 cm and/or below the caudal border of cricoid 

cartilage (regardless of laterality) 

N CATEGORY N CRITERIA 

N1 Single ipsilateral lymph node,  3 cm, no ENE1 

N2a Single ipsilateral lymph node, 3-6 cm, no ENE 

N2b Multiple ipsilateral lymph nodes,  6 cm, no ENE 

N2c Bilateral or contralateral lymph nodes,  6 cm, no ENE 

N3a Any lymph node > 6 cm, no ENE 

N3b Any lymph node with clinical ENE 
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- For unilateral or bilateral small-volume neck disease (N1-N2c), options vary from 

definitive surgery, with or without adjuvant radiotherapy, to definitive 

radiotherapy. 

- For bilateral large-volume neck disease or gross ENE (N3), definitive 

chemoradiotherapy is preferred. 

Latest evidence also states that adjuvant treatment with radiotherapy should 

also be ipsilateral to the side of nodal implication or greater nodal burden, as there are 

no differences regarding overall survival and disease-free survival between the 

unilateral and bilateral radiotherapy, and the bilateral approach implies a greater late 

radiation toxicity (20,27,28).  
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4. JUSTIFICATION 

Surgeons are usually known by their willingness to operate on patients and, 

historically, that might have been so. Lately, though, choosing when not to operate is 

becoming more important than knowing when to follow with it, as we vow on the 

Hippocratic oath of primum non nocere. 

 Even though last protocols suggest that a unilateral palatine tonsillectomy is 

sufficient to manage a HNCUP, hospitals around the country, such as Hospital 

Universitari Doctor Josep Trueta in Girona, are still performing bilateral palatine 

tonsillectomies. These procedures carry on very difficult post-operatories and maim the 

quality of life of patients, as seen at the follow-up care visits. Furthermore, the bilateral 

approach increases the surgery time, postoperative complications, and hospitalization 

days. All these factors increment the costs of the HNCUP management prior to the 

definitive treatment. 

 The bilateral and more aggressive approach is being performed based on 

numerous articles that have been published throughout the past years. Some of the 

authors accept that a bilateral palatine tonsillectomy might not be the perfect technique 

to identify the primary tumor (7,14,29,30) and that it might add morbidity (18). 

However, some others, mostly older papers, defend bilateral tonsillectomies without 

finding any major disadvantages (18,31). Nevertheless, we should keep in mind that 

most of those that defend bilateral tonsillectomies also defend random biopsies of non-

suspicious areas, even though it has already been proved that they are not necessary 

(12,13). 

 A de-escalation of the SCCUP management including a unilateral palatine 

tonsillectomy has been recently proved to be sufficient (14,15,19,20,25), as a there is a 

low rate of finding the primary tumor in the contralateral tonsil, especially if the 

adenopathy is p16-negative (29,32).  

 

 



Unilateral versus bilateral palatine tonsillectomy in the carcinomas of unknown primary of the head and neck 17 

 As evidence grows in favor of unilateral palatine tonsillectomies, this study aims 

to find evidence that these procedures aren’t inferior to their bilateral counterparts in 

the management of the squamous cell carcinoma of unknown primary of the head and 

neck, in order to have this technique as a reference and giving patients an equal overall 

survival on a long-term period and the best quality of life possible during the 

postoperative period, as well as reducing the costs of this pathology management. 
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5. HYPOTHESES 

5.1. MAIN HYPOTHESIS 

The unilateral palatine tonsillectomy in the management of the squamous cell 

carcinoma of unknown primary of the head and neck shows no inferiority in terms of 

overall survival against the standard protocols of bilateral palatine tonsillectomy. 

 

5.2. SECONDARY HYPOTHESES 

- The unilateral palatine tonsillectomy in the management of the squamous cell 

carcinoma of unknown primary of the head and neck obtains a better quality of 

life during the postoperative period versus the standard protocols of bilateral 

palatine tonsillectomy. 

- The unilateral palatine tonsillectomy in the management of the squamous cell 

carcinoma of unknown primary of the head and neck reduces the surgical time 

compared to the standard protocols of bilateral palatine tonsillectomy. 

- The unilateral palatine tonsillectomy in the management of the squamous cell 

carcinoma of unknown primary of the head and neck causes less complications 

during the postoperative period versus the standard protocols of bilateral 

palatine tonsillectomy. 

- The unilateral palatine tonsillectomy in the management of the squamous cell 

carcinoma of unknown primary of the head and neck implies less hospitalization 

days compared to the standard protocols of bilateral palatine tonsillectomy. 

- The unilateral palatine tonsillectomy in the management of the squamous cell 

carcinoma of unknown primary of the head and neck reduces the costs of this 

pathology compared to the standard protocols of bilateral palatine 

tonsillectomy. 
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6. OBJECTIVES 

6.1. MAIN OBJECTIVE 

 To confirm the non-inferiority in overall survival in patients with squamous cell 

carcinoma of unknown primary of the head and neck treated with a unilateral palatine 

tonsillectomy compared to the standard protocol of bilateral palatine tonsillectomy. 

 

6.2. SECONDARY OBJECTIVES 

- To assess whether the quality of life during the postoperative period is improved 

by performing a unilateral palatine tonsillectomy in patients with squamous cell 

carcinoma of unknown primary of the head and neck rather than those treated 

with a bilateral tonsillectomy. 

- To register the surgical time in squamous cell carcinomas of unknown primary 

of the head and neck treated with a unilateral palatine tonsillectomy compared 

to the standard protocol of bilateral palatine tonsillectomy. 

- To evaluate the complications during the postoperative period in squamous cell 

carcinomas of unknown primary of the head and neck treated with a unilateral 

palatine tonsillectomy compared to the standard protocol of bilateral palatine 

tonsillectomy. 

- To determine the days of hospitalization required by the unilateral palatine 

tonsillectomy in the management of the squamous cell carcinoma of unknown 

primary of the head and neck compared to the standard protocols of bilateral 

palatine tonsillectomy. 

- To assess the costs of the unilateral palatine tonsillectomy in the management 

of the squamous cell carcinoma of unknown primary of the head and neck 

compared to those belonging to the standard protocols of bilateral palatine 

tonsillectomy. 
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7. MATERIAL AND METHODS 

7.1. STUDY DESIGN 

This study will be carried out as a multicenter, prospective, randomized, open-

labelled clinical trial.  

 

7.2. SITUATION TO STOP THE TRIAL 

A significant decrease in overall survival in any of the groups will force the trial 

to stop, as it would become unethical to continue. 

   

7.3. STUDY SETTING 

This protocol is designed to be multicentric, including reference hospitals from 

Spain, all of them belonging to the National Public Health System. All hospitals with a 

Head and Neck section will be invited to participate by the Sociedad Española de 

Otorrinolaringología y Cirugía de Cabeza y Cuello (SEORL-CCC), with a reference hospital 

in every autonomous community who will promote and extend the invite to the rest of 

the hospitals with a Head and Neck section of its autonomous community. Reference 

hospitals in the different autonomous communities will be: 

- Andalucía: Complejo Hospitalario Regional Reina Sofía, Córdoba 

- Aragón: Hospital Universitario Miguel Servet, Zaragoza 

- Principado de Asturias: Hospital de Universitario Central de Asturias, Oviedo 

- Illes Balears: Hospital Universitari Son Espases, Palma de Mallorca 

- Canarias: Hospital Universitario de Gran Canaria Doctor Negrín, Las Palmas de 

Gran Canaria 

- Cantabria: Hospital Universitario Marqués de Valdecilla, Santander 

- Castilla y León: Hospital Clínico Universitario de Salamanca, Salamanca 

- Castilla-La Mancha: Hospital General Universitario de Ciudad Real, Ciudad Real 

- Catalunya: Hospital Universitari Doctor Josep Trueta, Girona 

- Comunitat Valenciana: Hospital La Fe, Valencia 

- Extremadura: Hospital Universitario de Badajoz, Badajoz 
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- Galicia: Complexo Hospitalario Universitario de Coruña, La Coruña 

- Comunidad de Madrid: Hospital Gregorio Marañón, Madrid 

- Región de Murcia: Complejo Hospitalario Universitario Santa Lucía, Cartagena 

- Comunidad Foral de Navarra: Complejo Hospitalario de Navarra, Pamplona 

- País Vasco: Hospital Universitario de Cruces, Barakaldo 

- La Rioja: Hospital de San Pedro, Logroño 

These hospitals have been selected because they use the same protocol in the 

management of SCCUP and have already participated in common research projects 

together with the SEORL-CCC, thus, communications will be more fluid between centers. 

The main project coordinator in this trial will be Hospital Universitari Doctor 

Josep Trueta in Girona, along with the help of the Head and Neck commission from the 

SEORL-CCC. One researcher will be assigned as the representant and coordinator from 

each hospital to obtain a good communication and coordination between all the 

participant centers. 

 

 

Figure 4 Study setting 
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7.4. STUDY POPULATION 

The study population will include adult patients diagnosed with SCCUP in Head 

and Neck reference hospitals from Spain (See 7.3. Study Setting). 

We will exclude any previous data collected in these hospitals and will only 

include new oncologic diagnoses that haven’t been treated yet since the beginning of 

our recruitment. 

 

7.5. STUDY SUBJECTS  

7.5.1. INCLUSION CRITERIA 

- Patients diagnosed with a carcinoma of unknown primary of the head and neck 

- Confirmed squamous cell histology of the adenopathy 

- Negative PET-CT scan, with the sole detection of the adenopathy 

- Signature of written informed consent provided 

 

7.5.2. EXCLUSION CRITERIA 

- Founding of a primary tumor prior to the palatine tonsillectomy as a clinical, 

radiologic, endoscopic or a metabolic finding 

 

7.6. SAMPLING 

7.6.1. SAMPLE SELECTION 

A non-probabilistic consecutive sampling method will be followed in the Head 

and Neck Functional Unit of every participant hospital. Patients who meet criteria will 

be offered to participate in the study. 

 

7.6.2. SAMPLE SIZE 

In a unilateral contrast, accepting an alpha risk of 0,05 and a beta risk of 0,2, with 

a 7% of maximum difference for non-inferiority regarding overall survival, we will need 
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a sample of 1.230 patients. Thus, 615 patients per group will be required. A percentage 

of drop out of 5% has been assumed. 

 

7.6.3. ESTIMATED TIME OF RECRUITMENT 

As the clinical trial is designed as a multicentric, and the approximate number of 

patients in reference hospitals from Spain is 300 per year, we estimate four years of 

recruitment to be able to enroll the required number of participants (1.230). If the 

sample size is not achieved in this period, the recruitment time will be extended. 

 

7.6.4. RANDOMIZATION 

Once the patients have signed the informed consent, each of them will be 

randomly assigned to one of the following two groups: 

- Group A – Control group: The patient will be treated with a bilateral palatine 

tonsillectomy. 

- Group B – Intervention group: The patient will be treated with an ipsilateral 

palatine tonsillectomy of the side of nodal implication or the side of greater 

nodal burden. 

The assignment of the subjects will be done by a statistician who will separate 

randomly the patients into the two groups without knowing the treatment involved in 

any of these, helped by a software to reduce biases of selection. 

 

7.6.5. MASKING TECHNIQUES 

This study is designed to be open-label, which means that the doctor will know 

the procedure he/she has to perform to each patient and the patient will be aware as 

well of the surgery he/she is receiving. Masking this study is impossible as the surgeon 

needs to know what to operate, and patient will know which surgery has been 

performed based on the location of his/her pain. 
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Even if it is open-labelled, though, the statistician who will use the software to 

separate the two groups of control and intervention, and who will analyze the results, 

will not be aware of the surgery made in each of the groups. 

 

7.7. VARIABLES 

7.7.1. OUTCOME OR DEPENDENT VARIABLES 

Main outcome: 

- Overall survival: evaluated in the 5 years after the diagnosis. Diagnosis date will 

be established as the day in which the patient has the visit with the Head and 

Neck Functional Unit and is it explained to him/her (see 7.8 Study Circuit and 

Data Collection). 

Secondary outcome:  

- Quality of life: measured by the EORTC QLQ-C30 questionnaire plus the H&N43 

module (Annex 2, (33,34)). Official scoring from these questionnaires can be 

done by a statistical analysis on their platform, although scoring is usually 

calculated as a transformed mean to facilitate comparisons (35,36). The 

maximum score is 298 and the minimum score is 73. In the transformed mean 

scoring, the maximum score is a 100 and the lowest score is a 0. A high score 

reflects a bad functionality and quality of life, while a low score reflects a good 

functionality and quality of life. This questionnaire will be handled to patients 

and filled in by them the day before the surgery to have a baseline, 1 day after 

the surgery, 3 days after the surgery, 7 days after the surgery, 14 days after the 

surgery, 21 days after the surgery, 30 days after the surgery and 90 days after 

the surgery. 

- Surgical time: measured by the time between the start of the surgery and the 

end of it. It will be rounded to the nearest minute and stated in the patient’s 

clinical chart.  

- Postoperative complications: it will be categorized as a dichotomic yes/no 

variable. It will be obtained from the patient’s clinical chart. Main complications 
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include bleeding, postoperative nausea and vomiting and pain. These lead to 

other complications such as diminished oral intake, dehydration, dysphagia, and 

weight loss which will also be considered postoperative complications. In case 

complications exist, they will be specified. 

- Hospitalization days: it will be expressed in the number of days and will be 

collected in the patient’s clinical chart.  

- Intervention costs: it will be expressed by the sum of all costs related to the 

intervention, such as the surgery and the hospitalization days. To have a 

reference, a hospitalization day in a reference hospital in Spain such as Hospital 

Universitari Doctor Josep Trueta costs approximately 730€. A tonsillectomy costs 

approximately 1.800€. 

 

7.7.2. INDEPENDENT VARIABLES 

Independent variables of this study are the type of intervention being performed: 

- Group A: ipsilateral palatine tonsillectomy at the side of the adenopathy or at 

the greater nodal burden side.  

- Group B: bilateral palatine tonsillectomy.  

 

7.7.3. COVARIATES 

- Age: expressed in years, we’ll consider the age at the moment of the diagnosis. 

Extracted from the ID card or any other official document and collected in the 

Data collection sheet (Annex 3). 

- Sex2: male/female. Extracted from the ID card or any other official document and 

collected in the Data collection sheet (Annex 3). 

- Socioeconomic status: it will include social classes from I to V, considering the 

patient’s education level and occupation according to Domingo et al (37). It will 

be asked to the patient and collected in the Data collection sheet (Annex 3). 

                                                        

2 The covariable “sex” will be understood as the chromosomal sex, even though we assume that gender 

identification can be different from the chromosomal sex. 
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- Ethnicity: it will include five groups between (i) African, (ii) Asian, (iii) Caucasian, 

(iv) Latin-American and (v) others. It will be asked to the patient and collected 

into the Data collection sheet (Annex 3). 

- Smoking: it will include three groups between (i) non-smokers, (ii) smokers 

(considering those who smoke at the time of the diagnosis or on its 6 months 

prior) and (iii) ex-smokers (considering those who smoked during their life but 

haven’t smoke during the past 6 months). It will be asked to the patient and 

collected into the Data collection sheet (Annex 3). 

- Alcohol consumption: it will include three groups depending on the grams of 

alcohol consumed per day: (i) Non-consumers, (ii) Moderate consumers (20-40 

g in women and 50-60 g in men), and (iii) High consumers (> 40g in women and 

>60 g in men). It will be asked to the patient and collected into the Data collection 

sheet (Annex 3). 

- Other drugs consumption: It will be asked to the patient and categorized as a 

dichotomic yes/no covariate, filled in at the Data collection sheet (Annex 3). 

- HPV presence: based on the anatomopathological p16 determination from the 

PAFN or the HPV PCR in the hospitals in which this technique is available. 

- EBV presence: based on the anatomopathological EBER determination from the 

PAFN.  

- TNM staging: based on structural and metabolic imaging techniques, and the 

anatomopathological p16 determination (Annex 1). 

- Comorbidities: it will be asked to the patient and categorized as a dichotomic 

yes/no covariate, filled in at the Data collection sheet (Annex 3). 

- COVID-19 infection: three groups will be separated; (i) never infected, (ii) 

previously infected or infected during the clinical trial, and (iii) persistent covid. 

It will be asked to the patient and collected in the Data collection sheet (Annex 

3). 

- Adjuvant treatment: it will be the last covariate to fill in before the final analysis, 

as it will vary during the 5 years of follow-up. Three groups will be separated, (i) 

Surgery (neck dissection), (ii) Radiotherapy alone, (iii) Chemoradiotherapy. The 

adjuvant treatment will be decided by the multidisciplinary committee. 
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Table 4  Study covariates 

 
Instrument of measure Categories 

Age Data collection sheet (Annex 3) 
Continuous variable 

Sex Data collection sheet (Annex 3) 
Male / Female 

Socioeconomic status Data collection sheet (Annex 3) 
Class I to V (37) 

Ethnicity Data collection sheet (Annex 3) 
i. African 

ii. Asian 

iii. Caucasian 

iv. Latin-American 

v. Other 

Smoking Data collection sheet (Annex 3) 
i. Non-smokers 

ii. Smokers 

iii. Ex-smokers 

Alcohol consumption Data collection sheet (Annex 3) 
i. Non-consumers 

ii. Moderate consumers 

iii. High consumers 

Other drugs use Data collection sheet (Annex 3) 
Yes / No 

HPV p16 determination on the PAFN or 

HPV-PCR when possible 

i. p16 + / HPV + 

ii. p16 - / HPV - 

EBV EBER determination on the PAFN 
i. EBER + 

ii. EBER -  

TNM staging Image techniques and 

anatomopathological exam 
Stages I – IVC (Annex 1) 

Comorbidities Data collection sheet (Annex 3) 
Yes / No 

COVID-19 infection Data collection sheet (Annex 3) 
i. Never infected 

ii. Previously infected 

iii. Persistent COVID 

Adjuvant treatment 

Clinical chart revision 

i. Surgery (neck dissection) 

ii. Radiotherapy 

iii. Chemoradiotherapy 
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7.8. STUDY CIRCUIT AND DATA COLLECTION 

An already existing quick diagnosis circuit is activated whenever a patient is 

suspected to have a tumor in the head and neck area. It consists of multiple visits in the 

1 to 2 weeks since the first visit that include functional explorations, imaging techniques 

and histological exams. This circuit has is last stop at the Head and Neck Functional Unit, 

where a multidisciplinary committee discusses, having in mind the results of all the tests 

performed during these weeks, which should be the ideal treatment for each patient. 

Thus, the diagnosis of the CUP will be the first step of our study circuit and it will 

include a physical exploration, a head and neck CT scan, a video-endoscopy with the 

help of narrow-band imaging, a PAFN of the adenopathy with the anatomopathological 

study of the HPV and EBV status, and a PET-CT scan, as detailed in the section 3.7. 

Squamous Cell Carcinoma of Unknown Primary Diagnosis. 

During the patient’s visit at the Head and Neck Functional Unit after the 

multidisciplinary committee, the doctor will communicate the patient his/her diagnosis 

and will explain the study after making sure the inclusion criteria are met and none of 

the exclusion criteria are met. 

Following the study explanation, the doctor will handle the patient the 

Information form and the Informed Consent form (Annexes 4 and 5) and will give 

him/her the time to read it and decide. If the patient agrees to participate in the study, 

he/she will have to handle the Informed Consent form signed. Later on, a numerical 

code will be assigned to every patient so as to preserve their anonymity during the rest 

of the clinical trial. 

 Afterwards, the randomization of the study intervention (standard bilateral 

palatine tonsillectomy or the unilateral palatine tonsillectomy, see 7.6.4. 

Randomization) will be performed, dividing all participant patients into two groups of 

intervention A and B. Plus, the doctor will take a detailed history so as to fill out the Data 

Collection Sheet (Annex 3). 

 Before the surgical intervention, the patient will need to need to be visited by an 

anesthesiology. After the preoperatory exams and visits, patients will be operated with 
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a surgery according to the group they’ve been randomized into. The description of the 

surgery will be registered to the patient’s clinical chart, and it will include the surgical 

time. An anatomopathological exam of the surgical specimens that have been selected 

will be performed, in order to identify a possible primary tumor in the palatine tonsil 

resected. 

 All patients will be hospitalized after the surgery and evaluated daily, with the 

finality to give them the maximum comfort and ruling out acute complications.  

Once the patient is discharged, he/she will have several check-up visits with the 

Head and Neck Functional Unit to evaluate his/her current status and the existence of 

possible complications.  

 Regarding the adjuvant treatment, patients will be treated following the 

multidisciplinary committee decision, based on the latest scientific evidence and the 

team’s experience. Adjuvant treatment may vary between surgery, radiotherapy alone 

or chemoradiotherapy depending on the TNM stage and the anatomopathological 

results (15). 

 The quality of life during the postoperative period will be assessed with the 

EORTC QLQ-C30 questionnaire plus the H&N43 module (Annex 2, (33,34)). Patients will 

first fill in this questionnaire the day before the surgery in order to have an 

approximation of the quality of life of patients with Head and Neck cancer before the 

start of aggressive treatments as surgery and adjuvancy. We’ll consider the 

postoperative as the first 3 months after the intervention. During this time, patients will 

periodically fill in the EORTC QLQ-C30 questionnaire plus the H&N43 module as seen in 

7.7.1. Outcome or dependent variables. 

 Overall survival will be assessed in the 5 years after the diagnosis, understanding 

the diagnosis as the day of the first appointment with the Head and Neck Functional 

Unit in which the patient has his/her diagnosis explained after the Multidisciplinary 

Committee has met.  

 A flow chart of the study circuit can be seen in Figure 5. 
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7.9. STATISTICAL ANALYSIS 

The statistical analysis will be performed by a blinded statistician, using the 

Statistical Package for Social Sciences (SPSS Windows®). 

For all results, we will consider the statistical significance at a value of p<0,05, 

defining a confidence interval of 95%. 

 

7.9.1. DESCRIPTIVE ANALYSIS 

The time of overall survival of the two groups of intervention will be summarized 

using median and interquartile ranges as the dispersion measure. Overall survival at the 

5-years from the diagnosis will be represented by Kaplan-Meier curves. 

Figure 5 Study circuit 
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Covariates will be summarized in proportions (qualitative variables), means and 

standard deviations (continuous variables), and medians and interquartile range 

(discrete variables), stratifying by the groups of intervention. 

 

7.9.2. BIVARIATE INFERENCE 

The overall survival at the 5 years from the diagnosis of the two groups of 

intervention will be compared using the Long-rank test. 

The quality of life during the post-operative period measured by the EORTC QLQ-

C30 questionnaire plus the H&N43 module of the two groups of intervention will be 

analyzed with the ANOVA test, as the data obtained from the questionnaires will be 

established at 8 different times in order to progressively assess the changing in quality 

of life as postoperative period elapses, having a baseline as well. Thus, the data will 

belong to the day before the surgery; and after 1 day, 3 days, 1 week, 2 weeks, 3 weeks, 

1 month and 3 months after the surgery. 

The complications during the post-operative period of the two groups of 

intervention will be analyzed by the χ2 test. 

The association between surgical time, days of hospitalization, and intervention 

costs with our independent variable (type of intervention) will be evaluated using the 

Mann-Whitney’s U test and T Student test depending on our variable distributions. 

 

7.9.3. MULTIVARIATE ANALYSIS 

Even though we expect our groups to be balanced in terms of covariates thanks 

to the randomization process, if we suspect during the statistical analysis the 

appearance of a cofounding, we will adjust the associations between the dependent and 

independent variables controlling for this. The main covariate we expect that could act 

as a cofounder is the HPV positivity. 

The effect of the intervention (independent variable) on the overall survival 

(dependent variable) will be assessed in a Cox regression (hazard ratio), controlling for 
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covariates and evaluating its possible interactions. Cox regressions will also be used to 

assess the effect of the intervention on the surgical time, days of hospitalization and 

intervention costs; in order to control all the covariates. 

The effect of the intervention (independent variable) on the quality of life during 

the postoperative period (dependent variable) will be assessed by a General Linear 

Model (GLM) for repeated measurements, adjusted for covariates and considering its 

possible role as cofounders. 

The effect of the intervention (independent variable) on post-operative 

complications will be assessed by logistic regressions controlling for all the covariates. 
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8. ETHICAL AND LEGAL CONSIDERATIONS 

This clinical trial will be performed respecting human rights and the basic ethical 

principles of Beauchamp and Childress(38) and the principles gathered in the World 

Medical Association Declaration of Helsinki of “Ethical Principles for Medical Research 

Involving Human Subjects” (1964, last reviewed on 2013) (33).  

The justice principle will be taken into consideration since every man/woman 

meeting the inclusion and not meeting the exclusion criteria will be asked to enroll on 

the trial, without any discrimination. The patient autonomy principle will be respected 

as it will be completely voluntary and only those signing the informed consent will 

participate in the trial. Also, patients will have the necessary time to decide if they want 

to participate or not and will have all the information of the clinical trial (Annex 4), so 

that they can choose knowing what to expect from it. Non-maleficence principle is 

expected to be respected according to the available bibliography, as it exists enough 

evidence that a unilateral approach doesn’t imply a patient’s infratreatment. Finally, the 

principle of beneficence will be respected by reducing the aggressivity of the standard 

surgical approach. 

This protocol has also been developed according to the Spanish legal precepts of 

Real Decreto 1090/2015, de 4 de diciembre, por el que se regulan los ensayos clínicos 

con medicamentos, los Comités de Ética de la Investigación con medicamentos y el 

Registro Español de Estudios Clínicos; Ley 14/2007, de 3 de julio, de Investigación 

Biomédica; and Ley 41/2002, de 14 de noviembre (Ley de Autonomía del paciente y de 

derechos y obligaciones en materia de información y documentación clínica). 

Before the start of the study, its protocol will be submitted to the Clinical 

Research Ethics Committee (CEIC: Comitè Ètic d’Investigació Clínica) of Hospital 

Universitari Doctor Josep Trueta from Girona for its evaluation and approval, taking in 

consideration all their suggestions and adding them to the protocol. After the ethical 

committee approval, the protocol will be sent to the coordinator of each participant 

hospital to get their approval and reconfirm their participation. Only after all these 

entities have approved our study protocol, the clinical trial will be carried out. All 

members from each research team of every participating hospital will need to sign a 
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statement indicating their approval of the final protocol and their commitment with the 

ethics aspects of the research. 

The confidentiality of the patients will be respected according to the Spanish law 

“Ley Orgánica 3/2018, de 5 de diciembre, de Protección de Datos Personales y garantía 

de los derechos digitales”. All patients’ data will be registered by a numeric code 

assigned to each of them to preserve their anonymity. Patients will also have the right 

to modify or erase their personal data. All the information obtained will be completely 

confidential and only used for the purpose of research. 

Finally, all data will be published with transparency. Unfavorable events or data 

won’t be excluded. 

No conflicts of interest are declared by the investigators in charge of this study. 
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9. STUDY LIMITATIONS 

Throughout the design process of this clinical trial protocol, some limitations 

have been detected and will be taken into consideration at the time of the statistical 

analysis: 

- As this trial is open labelled because of the impossibility to mask patients and 

surgeons, it can lead to a detection bias. To minimize this possible bias, the 

statistician who evaluate the final results will be masked.  

- Being a multicentric trial, in which the intervention is a surgery which is operator-

dependent, there’s a chance of inter and intravariablity not only between 

hospitals but also between professionals from the same hospital. To avoid this 

possible variability, all surgeons will receive a virtual workshop to unify their 

techniques and discuss their different approaches. Furthermore, all hospitals 

selected to participate in this study are reference hospitals with similar capacities 

and resources to be able to obtain common results. 

- The consecutive non-probabilistic recruitment method used for the sample 

selection in this trial may lead to a selection bias, as it is not the perfect method 

to obtain a representative sample of the population. Nevertheless, due to the 

low incidence of SCCUP, designing it otherwise wouldn’t be as beneficial. To 

minimize this bias, a randomization of the intervention will be performed to 

distribute patients between equitable groups.  

- Adjuvant treatment may differ between patients, as it will be decided by the 

multidisciplinary committee independently of their participation in the clinical 

trial and/or their group of intervention. It will be collected as a covariate before 

the statistical analysis. Even though this could lead to a bias as it could blur the 

results, a bibliographic revision shows us that differences between adjuvant 

treatments do not change the overall survival of patients (19,20,34). 

- Due to the prospective format of the clinical trial, there is a risk of withdrawals 

during the 5 years of the follow-up period. This risk has been assessed at the time 

of the sample size determination with a 5% of drop-out rate. Therefore, the 

sample size has been increased to be able to cover for those who will potentially 

drop-out the clinical trial. Furthermore, to avoid withdrawals, telephone calls will 
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be made to patients by the research team when detecting their absences on the 

follow-up visits and will encourage them to pursue in the study. 

- As a prospective clinical trial, it will have a long duration and it will be expensive. 

The larger the duration is, the more expensive it will become. On the other hand, 

it could potentially suppose in the long term an expenses’ reduction of the SCCUP 

management. If the unilateral palatine tonsillectomy approach is confirmed as 

an equal alternative in terms of overall survival to the bilateral palatine 

approach, the standard protocol could change to the unilateral approach. This 

would imply an easiest and shortest surgery, which would reduce surgery time, 

postoperative complications, days of hospitalization and costs. Moreover, it 

would result in a better quality of life during the post-operative period of the 

patients. 
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10. WORK PLAN AND CHRONOGRAM 

The activities developed in this clinical trial will be divided in the following stages: 

STAGE 0: STUDY DESIGN (September 2021 - November 2021) 

- Activity 1: Bibliographic research about the HNCUP, its management and its 

treatment options.  

- Activity 2: Protocol elaboration including objectives, hypothesis, variables and 

methodology. 

STAGE 1: ETHICAL EVALUATION AND STUDY APPROVAL (November 2021 - January 

2022) 

- Activity 3: Protocol submission to the CEIC of the Hospital Universitari Doctor 

Josep Trueta. Once approved, the protocol will be adapted to the CEIC 

contributions and reshared with the SEORL-CCC in order to inform other services 

and direction of the participant hospitals to get their approval. 

- Activity 4: A liability insurance will be contracted. 

STAGE 2: COORDINATION (January 2022 - February 2022). 

- Activity 5: The research team from each participant hospital will choose a 

coordinator who will communicate with other centers and with SEORL-CCC 

during the duration of the study and will organize the tasks from his/her hospital. 

- Activity 6: SEORL-CCC with the main researcher belonging to Hospital 

Universitari Doctor Josep Trueta will establish the first meeting between all 

participant centers coordinators. 

STAGE 3: DATA COLLECTION AND FOLLOW-UP (February 2022 – March 2031) 

- Activity 7: Patient recruitment will be performed by a consecutive sampling in 

every hospital participating in the trial. Only patients meeting inclusion criteria 

and not meeting exclusion criteria, and having the informed consent signed, will 

be included in the sample. They will be randomly assigned to one of the groups 

of intervention.  

- Activity 8: The intervention will be performed and patients will be hospitalized. 

An assessment of possible acute complications will be performed every day 
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during the hospital stay. Also, QoL questionnaires will be filled in by patients 

since the day before the surgery, the day after the surgery and the third day after 

the surgery. 

- Activity 9: Follow-up visits will be performed periodically and will also include 

the realization of the QoL questionnaires. These visits will be scheduled a week 

after the surgery, two weeks, three weeks, a month, and three months after the 

surgery. Furthermore, patients’ will also have their routine follow-up visits with 

the rest of the specialists such as the Oncology and Radiotherapy Services to 

establish the ideal adjuvant treatment. Follow-up visits will last at least 5 years 

to evaluate overall survival at 5-year after the diagnosis. 

- Activity 10: Specialists will record the information collected of the different 

variables in every visit in the patients’ clinical chart and the study database. For 

written questionnaires, another option will be sending them to the investigator 

assistant who will fill them in the virtual study database.  

STAGE 4: DATA ANALYSIS AND INTERPRETATION (March 2027 - March 2031) 

- Activity 11: Statistical analysis of the obtained data will be performed by a 

statistician who will be masked for intervention groups. He/she will perform an 

intermediate analysis once half of the sample’s data has been collected (March 

2027) to identify any situation that could stop the trial. Final statistical analysis 

will be performed when all the data has been collected (March 2031).  

- Activity 12: The final statistical analysis will be interpretated by the main 

investigator and the coordinators of each participant hospital. Then, discussion 

and conclusions from the previous analyses will be elaborated. 

STAGE 5: PUBLICATION AND DISSEMINATION OF THE RESEARCH FINDINGS (March 

2031 - July 2031) 

- Activity 13: Presentation of the results to the SEORL-CCC National Congress. 

- Activity 14: Presentation of the results on the European Academy of 

Otorhinolaryngology, Head and Neck Surgery (EAORL-HNS) 

- Activity 15: Publication of the results on scientific journals. 
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Table 5 Chronogram 

TASKS 

2021 2022 2023 2024 2025 2026 2027 2028 2029 2030 2031 

Sep-

Nov 
D J F 

March-

Dec 
Jan-Dec Jan-Dec Jan-Dec 

Jan-

March 

April-

Dec 

Jan-

Dec 

Jan-

Dec 

Jan-

Dec 

Jan-

Dec 

Jan-

Feb 
March 

Apr- 

July 

S0 

A1: Bibliographic 

research  

                 

A2: Protocol 

elaboration 

                 

S1 
A3: CEIC                  

A4: Insurance                  

S2 

A5: Coordinators’ 

designation 

                 

A6: 1st meeting                  

S3 

A7: Recruitment                  

A8: Intervention                  

A9+A10: Follow-

up and data 

collection 

                 

  

S4 

A11: Statistical 

analysis 

                 

A12: Final analysis                  

S5 

A13: SEORL-CCC                  

A14: EAORL-CCC                  

A15: Scientific 

journals 
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11. BUDGET 

PERSONNEL EXPENSES 

The main research team is composed by physicians pertaining to the study 

hospitals. Therefore, it won’t imply an additional cost. 

Nevertheless, we will hire an investigator assistant under partial time who will 

work for 20€/h, during approximately 200 hours. This will cost 4.000 euros. He/she will 

take care of typewriting the results of questionnaires filled in by patients and doctors, 

as well as scanning the signed informed documents to bring up to date our databases. 

A statistician expert will also be hired in order to randomize and code patients, 

as well as to perform the final statistical analysis from the data collected. His/her salary 

will be 35€/hour, during approximately 60 hours. This will cost 2.100€. 

INSURANCE POLICY 

In case of being considered as an invasive clinical trial by the CEIC, we will hire an 

insurance to cover any possible adverse effect that could result from patients’ 

participation in the study. Its estimated cost is 60.000€. The precise cost will be 

confirmed at the time of the study kick-off once known the changes to the protocol 

made by the CEIC advice. 

EXECUTION EXPENSES 

 Material for the bibliography research hasn’t represented an additional expense. 

Also, the surgical procedures, imaging techniques and anatomopathological exams are 

a part of the routine treatment for SCCUP of the head and neck, so they won’t add any 

cost. Moreover, the unilateral surgery will actually suppose a decrease of the 

management of SCCUP of the head and neck costs as it’s an easier surgery which 

requires less surgical time and surgical materials, and it could also imply less days of 

hospitalization. 

 Execution expenses are composed by the printing of the Information Forms for 

patients, the Informed Consent forms, the QoL questionnaires, and the Data Collection 

Sheets (Annexes 2-5). Considering a copy of every document will be handled to each 
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patient, as well as 8 copies of the QoL questionnaires, this will suppose approximately 

650€ in photocopies. 

TRAVEL AND COORDINATION EXPENSES 

 Six coordination meetings will take place during our clinical trial. The first one 

will be before the start of the recruitment and the other 5 will be annual during the four 

and years of recruitment. Nevertheless, all meetings between coordinators of different 

hospitals will be telematic via videoconference, so no travel expenses are expected. 

CONFERENCE EXPENSES 

 In order to disseminate the results of our clinical trial to the scientific community, 

we will attend national and international congresses. Two researchers will participate in 

the national congress (SEORL) with the final statistical analyses and discussion. Its 

admission fee is estimated on 500€ per person. Accommodation and diets are estimated 

on 500€ per person. Therefore, we approximate a cost of 2.000€. 

 Two of the researchers will also present our results and discussion to the 

international congress (EAORL-HNS). Its admission fee is estimated in 800€ per person 

and the costs of travel, accommodation and diets are estimated on 1.000€ per person. 

Thus, we approximate a cost of 3.600€. 

PUBLICATION EXPENSES 

 Once our study has ended, and the extraction and interpretation of results has 

been performed, we will publish it as a journal article. We must take into account the 

English correction (500€) and preparation of the Open Access (1.800€). Therefore, the 

estimated subtotal cost of the publication fees is budgeted on 2.300€. 

All expenses are summarized in the following table: 
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Table 6  Budget summary 

ITEM AMOUNT COST SUBTOTAL  

Personnel expenses 

Investigator assistant 200 hours 20€/hour 4.000€ 
6.100€ 

Statistician 60 hours 35€/hour 2.100€ 

Insurance  

Insurance policy 1 60.000€/trial 60.000€ 60.000€ 

Execution expenses  

Photocopies 83.160 0,005€/page 415,8€ 415,8€ 

Conference expenses  

SEORL 2 1.000€/participant 2.000€ 
5.600€ 

EAORL-HNS 2 1.800€/participant 3.600€ 

Publication expenses  

English correction 1 500€ 500€ 
2.300€ 

Open Access license 1 1.800€ 1.800€ 

   TOTAL 74.415,8€ 
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13. ANNEXES 

13.1. ANNEX 1: STAGE GROUPING FOR VIRAL AND NON-VIRAL RELATED CUP 

BASED ON TNM 

STAGE HPV+/p16+ CUP EBV+ CUP Non-viral related CUP 

Stage I T0 – N1 – M0 Not applicable Not applicable 

Stage II T0 – N2 – M0 T0 – N1 – M0 Not applicable 

Stage III T0 – N3 – M0 T0 – N2 – M0 T0 – N1 – M0 

Stage IV 

Clinical: T0 – N1-3 – M1 IVA:  T0 – N3 – M0 
IVA:  T0 – N2 – M0 

IVB: T0 – N3 – M0 

Pathological: T0 – N1-2 

– M1 
IVB: T0 – N1-3 – M1 

IVC: T0 – N1-3 – M1 
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13.2. ANNEX 2: QUALITY OF LIFE QUESTIONNAIRE - EORTC QLQ-C30 + H&N43 

We are interested in some things about you and your health. Please answer all of the 

questions yourself by circling the number that best applies to you. There are no “right” 

or “wrong” answers. The information that you provide will remain strictly confidential.  

Please fill in your initials: _ _ _  

Your birthdate (Day, Month, Year): _ _ / _ _ / _ _ _ _  

Today’s date (Day, Month, Year): _ _ / _ _ / _ _ _ _ 

 Not at 

All 

A 

Little 

Quite 

a Bit 

Very 

Much 

1. Do you have any trouble doing strenuous activities, 

like carrying a heavy shopping bag or a suitcase? 
1 2 3 4 

2. Do you have any trouble taking a long walk? 1 2 3 4 

3. Do you have any trouble taking a short walk outside 

of the house? 
1 2 3 4 

4. Do you need to stay in bed or chair during the day? 1 2 3 4 

5. Do you need help with eating, dressing, washing 

yourself or using the toilet? 
1 2 3 4 

During the past week: 

 Not at 

All 

A 

Little 

Quite 

a Bit 

Very 

Much 

6. Were you limited in doing either your work or other 

daily activities? 
1 2 3 4 

7. Were you limited in pursuing your hobbies or other 

leisure time activities? 
1 2 3 4 

8. Were you short of breath? 1 2 3 4 

9. Have you had pain? 1 2 3 4 
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10. Did you need to rest? 1 2 3 4 

11. Have you had trouble sleeping? 1 2 3 4 

12. Have you felt weak? 1 2 3 4 

13. Have you lacked appetite? 1 2 3 4 

14. Have you felt nauseated? 1 2 3 4 

15. Have you vomited? 1 2 3 4 

16. Have you been constipated? 1 2 3 4 

17. Have you had diarrhea? 1 2 3 4 

18. Were you tired? 1 2 3 4 

19. Did pain interfere with your daily activities? 1 2 3 4 

20. Have you had difficulty in concentrating on things, 

like reading a newspaper or watching television? 

1 2 3 4 

21. Did you feel tense? 1 2 3 4 

22. Did you worry? 1 2 3 4 

23. Did you feel irritable? 1 2 3 4 

24. Did you feel depressed? 1 2 3 4 

25. Have you had difficulty remembering things? 1 2 3 4 

26. Has your physical condition or medical treatment 

interfered with your family life? 

1 2 3 4 

27. Has your physical condition or medical treatment 

interfered with your social activities? 

1 2 3 4 

28. Has your physical condition or medical treatment 

caused you financial difficulties? 

1 2 3 4 
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For the following questions, please circle the number between 1 and 7 that best 

applies to you: 

29. How would you rate your overall health during the past week? 

1 2 3 4 5 6 7 

Very poor      Excellent 

30. How would you rate your overall quality of life during the past week? 

1 2 3 4 5 6 7 

Very poor      Excellent 

Patients sometimes report that they have the following symptoms or problems. Please 

indicate the extent to which you have experienced these symptoms or problems during 

the past week. Please answer by circling the number that best applies to you. 

During the past week: 

 Not at 

All 

A 

Little 

Quite 

a Bit 

Very 

Much 

31. Have you had pain in your mouth? 1 2 3 4 

32. Have you had pain in your jaw? 1 2 3 4 

33. Have you had soreness in your mouth? 1 2 3 4 

34. Have you had pain in your throat? 1 2 3 4 

35. Have you had problems swallowing liquids? 1 2 3 4 

36. Have you had problems swallowing pureed 

food? 
1 2 3 4 

37. Have you had problems swallowing solid food? 1 2 3 4 

38. Have you had problems swallowing? 1 2 3 4 

39. Have you had problems swallowing with your 

teeth? 
1 2 3 4 
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40. Have you had problems because of losing some 

teeth? 
1 2 3 4 

41. Have you had problems opening your mouth 

wide? 
1 2 3 4 

42. Have you had a dry mouth? 1 2 3 4 

43. Have you had sticky saliva? 1 2 3 4 

44. Have you had problems with your sense of 

smell? 
1 2 3 4 

45. Have you had problems with your sense of taste? 1 2 3 4 

46. Have you had problems with coughing? 1 2 3 4 

47. Have you had problems with hoarseness? 1 2 3 4 

48. Have you had problems with your appearance? 1 2 3 4 

49. Have you felt less physically attractive as a result 

of your disease or treatment? 
1 2 3 4 

50. Have you felt dissatisfied with your body? 1 2 3 4 

51. Have you had problems eating? 1 2 3 4 

52. Have you had problems eating in front of your 

family? 
1 2 3 4 

53. Have you had problems eating in front of other 

people? 
1 2 3 4 

54. Have you had problems enjoying your meals? 1 2 3 4 

55. Have you had problems talking to other people? 1 2 3 4 

56. Have you had problems talking on the 

telephone? 
1 2 3 4 

57. Have you had problems talking in a noisy 

environment? 
1 2 3 4 
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58. Have you had problems speaking clearly? 1 2 3 4 

59. Have you had problems going out in public? 1 2 3 4 

60. Have you felt less interest in sex? 1 2 3 4 

61. Have you felt less sexual enjoyment? 1 2 3 4 

62. Have you had problems raising your arm or 

moving it sideways? 
1 2 3 4 

63. Have you had pain in your shoulder? 1 2 3 4 

64. Have you had swelling in your neck? 1 2 3 4 

65. Have you had skin problems (e.g. itchy, dry)? 1 2 3 4 

66. Have you had a rash? 1 2 3 4 

67. Has your skin changed color? 1 2 3 4 

68. Have you worried that your weigh is too low? 1 2 3 4 

69. Have you worried about the results of 

examinations and tests? 
1 2 3 4 

70. Have you worried about your health in the 

future? 
1 2 3 4 

71. Have you had problems with wounds healing? 1 2 3 4 

72. Have you had tingling or numbness in your hands 

or feet? 
1 2 3 4 

73. Have you had problems chewing? 1 2 3 4 

 

  



Unilateral versus bilateral palatine tonsillectomy in the carcinomas of unknown primary of the head and neck 55 

13.3. ANNEX 3: DATA COLLECTION SHEET 

Fulla de recollida de dades de les variables demogràfiques i epidemiològiques dels 

pacients participants a l’estudi.  

Hospital: _______________________________________________________________ 

Data: _____________ 

 

Marcar amb una creu l’opció que millor s’adeqüi. 

1. Codi numèric assignat: _____________ 

2. Data de naixement (dia/mes/any): __/__/_____ 

3. Sexe:  

• Home • Dona 

4. Estatus socioeconòmic: 

• Classe I: Directius de l’Administració i de les empreses (excepte els 

inclosos a la classe II). Alts funcionaris. Professionals liberals. Tècnics 

superiors. 

• Classe II: Directius i propietaris-gerents del comerç i dels serveis 

personals. Altres tècnics (no superiors). Artistes i esportistes. 

• Classe III: Quadres i càrrecs intermitjos. Administratius i funcionaris, en 

general. Personal dels serveis de protecció i seguretat. 

• Classe IV: Treballadors manuals qualificats o semiqualificats de la 

indústria, comerç i serveis; així com del sector primari. 

• Classe V: Treballadors no qualificats. 

5. Ètnia: 

• Africana 

• Asiàtica 

• Caucàsica 

• Llatí-Americana 

• Altres 

6. Hàbit tabàquic:  

• No fumador 

• Ex-fumador: si actualment fa més de 6 mesos que no fuma.  

• Fumador: si fuma actualment o fa menys de 6 mesos que ha deixat de 

fumar. 
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7. Consum d’alcohol3:  

• No consum 

• Consum moderat: en dones 20-50 g/dia, en homes 40-60 g/dia 

• Consum elevat: en dones 40 g/dia, en homes >60 g/dia 

8. Consum d’altres drogues: 

• Sí • No 

9. Altres malalties o trastorns concomitants4: 

• Sí • No 

10. Infecció de la COVID-19: 

• Mai infectat • Infecció passada • COVID persistent

 

  

                                                        

3 Equivalència de grams i alcohol: grams alcohol = (volum (ml) x graduació beguda x 0,8)/100.  

10 grams d’alcohol són aproximadament 1 canya de cervesa o 1 got de vi o 1 copa de cava o mig 

got de licor 

4 Trastorns neurològics, malalties infeccioses cròniques, trastorns gastrointestinals, trastorns 

cardiovasculars, o altres (especifiqui en cas de dubte). 
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13.4. ANNEX 4: INFORMATION FORM 

 

FULLA D’INFORMACIÓ PER AL PACIENT SOBRE L’ASSAIG CLÍNIC 

Nom de l’estudi: Amigdalectomia palatina unilateral versus amigdalectomia palatina 

bilateral en el maneig del carcinoma d’origen desconegut de cap i coll 

Centre assistencial: 

Investigador principal:  

 

Benvolgut/da, 

Ens dirigim a vostè per proposar-li participar en un estudi d’investigació dut a 

terme pels Serveis d’Otorinolaringologia de varis hospitals de referència a Catalunya. 

Aquest estudi ha sigut aprovat pel Comitè d’Ètica i Investigació Clínica de l’Hospital 

Universitari Doctor Josep Trueta i per l’Agència Espanyola del Medicament i Productes 

Sanitaris. 

La nostra intenció és que vostè entengui el motiu pel qual es realitza aquest 

estudi i què implica formar-ne part, per tal que pugui decidir voluntàriament si desitja 

participar-hi. Per això, li preguem que es prengui el temps necessari per llegir 

detingudament i comprendre aquest resum informatiu sobre el nostre estudi. No cal 

que decideixi avui la seva participació, i, en cas que sorgeixi qualsevol dubte, el nostre 

equip estarà pendent i el respondrà, posant a la seva disposició tota la informació 

necessària. 

DESCRIPCIÓ I OBJECTIU DE L’ESTUDI 

Els tumors d’origen desconegut de cap i coll suposen un gran repte diagnòstic i 

terapèutic. La infiltració tumoral d’un gangli limfàtic obliga a fer moltes proves i 

intervencions per tal de trobar on és el possible tumor primari que ha fet que s’afecti el 

gangli, malgrat molts cops no s’acabi trobant.  

Actualment, l’algoritme diagnòstic del carcinoma d’origen desconegut de cap i 

coll inclou una intervenció quirúrgica anomenada amigdalectomia palatina bilateral. En 
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aquesta cirurgia, s’extirpen les dues amígdales palatines del pacient per tal d’investigar 

al laboratori si contenien cèl·lules tumorals. 

Malgrat això, l’evidència científica actual defensa que és suficient fer una 

amigdalectomia palatina unilateral del costat en què trobem el gangli limfàtic afectat o 

del costat en què hi hagi més afectació de ganglis. Això implica una cirurgia més senzilla, 

més curta, i amb un millor post-operatori, en què només s’extirpa una sola amígdala 

palatina. 

L’objectiu d’aquest assaig clínic és comparar les dues tècniques 

d’amigdalectomia unilateral i bilateral per tal de veure si, en primer lloc, la supervivència 

dels pacients és equivalent, i, en segon lloc, si la qualitat de vida durant el post-operatori 

és millor en alguna d’aquestes dues cirurgies. 

La motivació darrere aquest projecte d’investigació és demostrar que la 

desescalada en el maneig quirúrgic del carcinoma d’origen desconegut de cap i coll no 

implica un perjudici a nivell oncològic i no disminueix la supervivència del pacient a llarg 

termini, i alhora li suposa una millora la qualitat de vida durant el post-operatori. 

METODOLOGIA I INTERVENCIÓ 

En aquest estudi participaran un total de 1.230 pacients. Cadascun d’ells serà 

distribuït aleatòriament en un dels dos grups de l’estudi, d’igual mida (grup A i B): 

- Als pacients del grup A se’ls farà una amigdalectomia palatina bilateral 

- Als pacients del grup B se’ls farà una amigdalectomia palatina unilateral del 

costat amb afectació del gangli limfàtic o del costat amb més afectació de ganglis 

en cas de tenir ganglis afectats als dos costats del coll. 

Després de la intervenció quirúrgica, tots els pacients, independentment del 

grup del qual formin part, completaran el seu tractament amb una cirurgia més àmplia, 

radioteràpia i/o quimioteràpia segons les característiques del seu tumor. El tractament 

adjuvant a rebre serà decidit pel comitè multidisciplinari del centre hospitalari al qual 

pertanyi, tal i com es procediria en cas de no participar en cap estudi. Els pacients seran 

seguits per la Unitat Funcional de Cap i Coll dels serveis d’Otorinolaringologia de cada 

hospital. 
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BENEFICIS I RISCS DE L’ESTUDI 

El principal benefici que s’espera per als pacients participants en aquest estudi 

és reduir l’agressivitat de la tècnica quirúrgica utilitzada per al maneig del carcinoma 

d’origen desconegut de cap i coll per tal d’obtenir menys complicacions i una millor 

qualitat de vida durant el post-operatori sense implicar un detriment en la seva 

supervivència des del punt de vista oncològic. 

Per aquest motiu, proposem fer una cirurgia menys agressiva considerant que el 

risc que això suposi un infratractament de la seva malaltia és mínim. A més, per 

assegurar no perjudicar la salut dels pacients participants, seleccionem els individus que 

poden participar en l’assaig mitjançant criteris d’inclusió i exclusió estrictes. 

ALTERNATIVES AL PROCEDIMENT 

Si el pacient decideix no participar en l’assaig clínic, serà tractat mitjançant una 

amigdalectomia bilateral. 

En referència al seguiment, el pacient que decideixi no participar a l’estudi rebrà 

també la mateixa atenció que aquell que sí hi participi, amb les visites de seguiment i 

proves d’imatge adequades, així com amb el tractament adjuvant que precisi. L’únic 

procediment del qual estaran exempts pel fet de no entrar a l’assaig clínic és 

l’emplenament dels qüestionaris de qualitat de vida. 

CONFIDENCIALITAT 

Des del principi de la seva participació en aquest estudi, totes les dades personals 

que es recullin seran gestionades i emmagatzemades amb total confidencialitat, 

ajustant-se a la legislació actual de la Llei Orgànica 3/2018, de 5 de desembre, de 

Protecció de dades personals i garantia dels drets digitals. Aquesta informació serà 

identificada amb un número i només s’utilitzarà amb fins d’investigació. 

L’accés a la informació només serà disponible per a investigadors i altres 

autoritats sanitàries. El pacient té el dret de poder consultar la informació recopilada 

sobre ell i corregir-la en cas d’error. Garantim que cap informació personal serà 

publicada. 
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DIFUSIÓ DELS RESULTATS 

Quan hagi finalitzat l’estudi i s’hagin extret conclusions, la intenció és publicar 

aquests resultats obtinguts en revistes científiques. D’aquesta manera, altres centres 

assistencials i pacients en la mateixa situació podran beneficiar-se’n. Tal i com s’ha 

comentat anteriorment, en aquestes publicacions no constarà cap dada personal. 

PARTICIPACIÓ I COMPENSACIÓ ECONÒMICA 

Els investigadors d’aquest estudi no obtenen benefici econòmic. 

La seva participació com a pacient en aquest estudi és estrictament voluntària, 

pel que si decideix participar no rebrà cap tipus de compensació econòmica, però 

tampoc li suposarà cap despesa. En cas de no voler participar, tampoc li suposarà cap 

canvi en quant a la seva atenció mèdica per l’equip d’especialistes. 

Si vostè decideix participar, haurà de firmar la fulla de consentiment informat 

conforme dóna la seva aprovació. També està vostè en el seu dret de sortir de l’estudi 

si en qualsevol moment del seu transcurs així ho decideix, no alterant això tampoc la 

seva atenció mèdica, tot i que li demanem que ho comuniqui a algun dels professionals 

del Servei d’Otorinolaringologia del seu hospital. 

Abans de decidir sobre la seva participació, vostè és lliure de demanar una 

segona opinió a altres professionals mèdics si així ho requereix. 

RESPONSABILITAT I ASSEGURANÇA 

Els promotors d’aquest estudi tenen contractada una pòlissa d’assegurança per 

a la seva realització, tal i com s’estableix en la legislació. En cas de perjudici o detriment 

de la seva salut com a conseqüència de la seva participació en aquest estudi, se li 

proporcionarà la indemnització corresponent. 

CONTACTE 

En cas de qualsevol dubte abans, durant o després de la realització d’aquest 

estudi, podrà posar-se en contacte sempre que ho necessiti amb: 

_______________________________ 
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13.5. ANNEX 5: PATIENT’S INFORMED CONSENT FORM 

 

DOCUMENT DE CONSENTIMENT INFORMAT DEL PACIENT 

 

Jo, ___________________________________________, amb document d’identificació 

personal (DNI/NIE) ____________, declaro que: 

- He rebut una còpia de la fulla d’informació per al pacient 

- He llegit i entès tota la informació que apareix a la fulla d’informació per al 

pacient 

- He pogut exposar qualsevol dubte que m’hagi sortit, i me l’han resolt 

adequadament 

- Estic d’acord amb la quantitat d’informació que se m’ha proporcionat 

- Comprenc que la meva participació és voluntària i no remunerada 

- Entenc els potencials riscs i beneficis derivats de participar en aquest estudi 

- Comprenc que les meves dades i proves seran confidencials 
 

A més, comprenc que tot i haver firmat el consentiment informat, puc revocar-lo en 

qualsevol moment i que això no suposarà un perjudici en el meu tractament ni en la 

meva assistència sanitària. 

 

En conseqüència, 

- Dono lliurement la meva conformitat a participar en l’estudi Amigdalectomia 

palatina unilateral versus amigdalectomia palatina bilateral en el maneig del 

carcinoma d’origen desconegut de cap i coll. 

- Accepto que els investigadors del projecte puguin posar-se en contacte amb mi 

en un futur si es considera oportú. 

Sí      No 

 

Signatura del pacient      Signatura de l’investigador 

 

 

 

Lloc i data: __________________, ____ de _______ de l’any ______ 
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REVOCACIÓ DEL CONSENTIMENT INFORMAT 

 

Jo, ___________________________________________, amb document d’identificació 

personal (DNI/NIE) ____________, revoco el consentiment prèviament signat per a la 

participació en l’assaig clínic: Amigdalectomia palatina unilateral versus 

amigdalectomia palatina bilateral en el maneig del carcinoma d’origen desconegut de 

cap i coll. 

 

Signatura del pacient      Signatura de l’investigador 

 

 

 

Lloc i data: __________________, ____ de _______ de l’any ______ 
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DOCUMENTO DE CONSENTIMIENTO INFORMADO DEL PACIENTE 

 

Yo, ________________________________________, con documento de identificación 

personal (DNI/NIE) ____________, declaro que: 

- He recibido una copia de la hoja de información para el paciente. 

- He leído y entendido toda la información que aparece en la hoja de información 

para el paciente. 

- He podido exponer cualquier duda que me haya surgido, y me la han resuelto 

adecuadamente 

- Estoy de acuerdo con la cantidad de información que se me ha proporcionado 

- Comprendo que mi participación es voluntaria y no remunerada 

- Entiendo los potenciales riesgos y beneficios derivados de participar en este 

estudio 

- Comprendo que mis datos y pruebas serán confidenciales 
 

Además, comprendo que aún haber firmado el consentimiento informado, puedo 

revocarlo en cualquier momento y que esto no supondrá un perjuicio en mi tratamiento 

ni en mi asistencia sanitaria. 

 

En consecuencia, 

- Doy libremente mi conformidad a participar en el estudio Amigdalectomía 

palatina unilateral versus amigdalectomía palatina bilateral en el manejo del 

carcinoma de origen desconocido de cabeza y cuello. 

- Acepto que los investigadores del proyecto puedan ponerse en contacto 

conmigo en un futuro si se considera oportuno. 

Sí      No 

 

Firma del paciente      Firma del investigador 

 

 

 

Lugar y fecha: __________________, ____ de _______ del año ______ 
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REVOCACIÓN DEL CONSENTIMIENTO INFORMADO 

 

Yo, ________________________________________, con documento de identificación 

personal (DNI/NIE) ____________, revoco el consentimiento previamente firmado para 

la participación en el ensayo clínico: Amigdalectomía palatina unilateral versus 

amigdalectomía palatina bilateral en el manejo del carcinoma de origen desconocido de 

cabeza y cuello. 

 

Firma del paciente      Firma del investigador 

 

 

 

Lugar y fecha: __________________, ____ de _______ del año ______ 
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