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Abstract

Background/Aim: Persistent idiopathic facial pain (PIFP) is a rare condition with a lifetime prevalence of approximately
0.03%. It is characterized by persistent daily facial pain without identifiable cause and presents diagnostic and therapeutic
challenges due to unknown pathophysiology, symptom overlap with other painful disorders, and limited evidence-based
treatments. The aim of this Delphi study was to establish international consensus-derived guidelines for the management
of patients with PIFP.

Methods: A three-round Delphi study was conducted with |6 international pain experts, each with >10 years of clinical
experience in pain management and extensive peer-reviewed publications. The first round involved open-ended ques-
tions, and the qualitative data were analyzed using systematic text condensation, resulting in a quantitative questionnaire
with 42 statements. Subsequent rounds employed Likert-scale responses to these statements. Consensus was defined as
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>80% agreement or disagreement. In addition, if |1 1-12 (68—75 percent) out of the |6 experts agreed or disagreed, con-
sensus was not reached, but a majority was considered to have a particular opinion.

Results: Consensus was reached in 35 out of the 42 statements (83%), emphasizing multidisciplinary collaboration and
avoidance of invasive procedures in the treatment of PIFP. In an additional three statements (7%) a majority of the experts
agreed with each other. In four statements (10%), no consensus or majority was reached. Pharmacological treatments,
including tricyclic antidepressants, serotonin-norepinephrine reuptake inhibitors, and gabapentinoids, may be considered;
however, opioids should generally be avoided in the treatment of PIFP. Patient education and behavioral therapies are
important interventions, and the most important measure of therapeutic success is improved quality of life
Conclusion: The present Delphi study has established internationally derived consensus guidelines and recommenda-
tions for the evaluation and comprehensive management of patients with PIFP. This is a first step in gathering knowledge
for future evidence-based guidelines and more specific treatment recommendations. These international expert consen-
sus guidelines recommend a multi- or interdisciplinary approach in managing PIFP, avoiding invasive interventions and pri-

oritizing patient-centered outcomes.
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Introduction

Pain in the head and face is very common in the general popu-
lation. Its classification has evolved substantially in the past
few years, especially with regard to chronic pain. The
International Classification of Headache Disorders (ICHD)
has undergone several adjustments since its initial publication
(1), and the first version of the International Classification of
Orofacial Pain (ICOP) was introduced in 2020 (2) as a collab-
orative effort between dentists and physicians. ICOP is aligned
with the International Classification of Diseases 11 (ICD-11)
section on chronic pain (3-5) and the category ‘‘Chronic
primary headache or orofacial pain” (6).

Orofacial pain (OFP) is per definition confined to the oral
cavity and/or face (2) and is distinguished from headaches by
anatomical boundaries (7-9). In clinical settings, the distinc-
tion between OFP and headache is sometimes unclear due to
complex referral patterns. Significant differences in the
prevalence of OFP have been reported, depending on
factors such as the population studied, study duration, and
geographical location (10). Nevertheless, OFP is common,
affecting approximately 16-22% of the population (10,11)
and it has a major impact on the quality of life (QoL) of
those affected, often resulting in impaired sleep and mood
and considerable disability (7,12). Dental pain is the most
common OFP followed by pain associated with temporo-
mandibular disorders (TMD) (10,11).

The term “atypical facial pain” as a diagnosis was updated
in the 3rd edition of ICHD in 2018 and has since been
referred to as “persistent idiopathic facial pain” (PIFP) (9).
This term was recognized in 2020 with the introduction of
the ICOP (2). This pain condition is defined as a “persistent
facial pain, with variable features, recurring daily for more
than 2h per day for more than three months, in the

absence of clinical neurological deficit or preceding causa-
tive event” (2). PIFP is a rare orofacial pain condition with
a lifetime prevalence of approximately 0.03% and should
not be confused with persistent idiopathic dentoalveolar
pain (PIDAP), which presents with pain perceived to be
within the intraoral tissues (2). The diagnosis is reserved
for cases where no other condition can explain the pain
(13,14). The majority of patients with PIFP are women
(15) and they often report a diffuse, dull, aching, or
nagging pain that is not confined to the neuroanatomic distri-
bution of a specific peripheral nerve, which distinguishes it
clinically from peripheral neuropathic pain. The pain can
be both deep and superficial (2) and has been described as
refractory to therapy and persisting for long periods of
time, often many years (15).

The pathophysiology of PIFP remains unknown. It has
been suggested that this pain condition may involve a dis-
proportionate response to mild injury (13), and functional
imaging points toward central sensitization (16). It may
also be considered a nociplastic type of pain that arises
from altered nociceptive function and aberrant activities
in the central nervous system (17-19). There is no estab-
lished protocol for the management of patients suffering
from PIFP. Although many different treatment regimens
have been proposed, the lack of high-quality randomized
controlled studies limits evidence-based treatment deci-
sions (13). Still, as with many other chronic pain condi-
tions, a multimodal therapeutic approach has been
recommended (13,20,21), ideally provided in an interdis-
ciplinary or transdisciplinary fashion with a joint treatment
plan.

In the absence of scientific evidence, healthcare provi-
ders must rely on clinical experience to be able to make
decisions concerning patient management. The collective
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experience of colleagues, summarized into a consensus, is
considered more valuable than the experience of a single
individual (22,23).

The aim of this Delphi study was to establish inter-
national consensus-derived guidelines for the management
of patients with PIFP.

Methods

The study protocol was registered on Researchweb Region
Uppsala and publicly presented in the Uppsala Public
Dental Health Service’s 2022 Odontology Research Report.
The classical Delphi consensus method was used in this
study (24). One of the advantages of the Delphi method
over other consensus techniques is that it maintains anonymity
among the experts, eliminating the potential social influence
on beliefs and opinions that can occur when people meet
face-to-face (25).

The experts were identified through three approaches:
the Orofacial Pain Classification Committee responsible
for ICOP (2); a narrative literature review of publications
in the field of PIFP; and pain specialists whose expertise,
according to the lead authors, was considered an important
contribution to the project. Eighteen international pain
experts were invited to participate in this Delphi study.
An expert was defined as a researcher with identifiable peer-
reviewed publications and at least 10 years of clinical
experience in the management of pain patients. The mean
total number of peer-reviewed publications of our expert
panel was 226 (range: 45-608). Before being included in
the study, the experts received written information about
the study. The experts did not receive financial compensa-
tion for their participation. However, they were informed
prior to accepting that their involvement in the study
would include an invitation to serve as co-authors. Two
experts declined to participate due to time constraints.
Sixteen experts from three of the six WHO regions were
included in the expert panel (Table 1). The expert panel
comprised the following specialties: neurology, neurosur-
gery, neurophysiology, headache medicine, pain manage-
ment, orofacial pain, endodontics, oral and maxillofacial
surgery, and oral medicine. The three leading authors
(EL, PA and TG) did not participate as members of the
expert panel. The first author (EL) is an orofacial pain
and jaw function specialist and PhD with experience in oro-
facial pain, qualitative research, and Delphi methodology.
The second author (PA) is an orofacial pain and jaw func-
tion specialist and professor in orofacial pain and jaw func-
tion with research experience in various areas of orofacial
pain. The last author (TG) is an anesthesiologist, pain phys-
ician and professor emeritus in clinical pain research, with
experience in several areas of pain medicine.

The Delphi process comprised three rounds, which were
conducted in English. For the first round, the three lead
authors, created a questionnaire consisting of ten

open-ended questions focused on the management of
PIFP (Table 2). These open-ended questions were based
on the lead author§ own experiences. The questionnaire
was created using Webropol, a tool for creating web-based
surveys (Webropol Sverige AB, Linkoping, Sweden). A
link to the questionnaire was e-mailed to the experts (first
round) who were instructed to freely express their opinions
on the subject. The free-text data were then analyzed by the
lead authors according to Malterud’s (26) systematic text
condensation. In the first phase, the text was read cover
to cover to obtain a general understanding and an overview
of the data collected. Preliminary themes of the experts’
experiences were identified by the lead authors who made
an effort to set aside their preconceptions and possible
biases. While it is impossible to eliminate bias entirely,
especially in qualitative research, the aim is to reduce the
influence of hidden assumptions that may interfere with
the development of knowledge. Reflecting on one’s own
preconceptions and applying reflexivity are therefore essen-
tial components of qualitative data analysis (26). In the
second phase, meaning units were identified within the
data and then coded and categorized under each theme.
Subgroups then emerged within the themes. This coding
process involved removing the text from its context to
allow for a cross-case analysis and synthesis. Throughout
this phase, the lead researchers continually challenged the
process of coding and categorizing the meaning units. In
the third phase, the meaning units in each subgroup were
condensed into an artificial quotation, that encapsulated
all the information in the subgroup. In the fourth and
final phase, the data in each condensed artificial quotation
was synthesized into statements. Then, recontextualization
allowed the researchers to assess the validity of the synthe-
sized statements by comparing them to the essence of the
original text (26).

The qualitative part of this study resulted in a second
quantitative questionnaire of 42 statements, which was
e-mailed to the experts (second round). In this second
round, the experts were instructed to respond to the state-
ments using a five-item Likert scale ranging from “strongly
agree” to “strongly disagree”. The experts also had the
opportunity to provide free-text comments for each state-
ment. A maximum of two reminders were sent to experts
who did not respond to the web-based questionnaire.
Consensus was considered when there was more than 80
percent agreement or disagreement among the experts,
meaning that at least 13 out of the 16 experts had to agree
or disagree for consensus to be reached. In addition, a sec-
ondary threshold was established: if 11-12 (68—75 percent)
out of the 16 experts agreed or disagreed, consensus was not
reached, but a majority was considered to have a particular
opinion. After the second round, each expert received a
summary of the responses and possible comments of the
other experts. This allowed each expert to compare their
own opinions with those of the other experts. Based on
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Table |. Demographic and professional characteristics of pain experts in the Delphi panel.

Basic
Pain expert Country WHO-region profession Specialty/Subspeciality
Prof. Rafael Benoliel, BDS. Israel European Region  Dentist Orofacial and Head Pain.
Prof. Paulo Conti, DDS, PhD. Brazil Region of the Dentist Orofacial pain; Temporomandibular
Americas Disorders and Prosthodontics.
Prof. Justin Durham, BDS, PhD. UK European Region  Dentist Orofacial pain and Oral Surgery.
Prof. Jean-Paul Goulet, DDS, MSD,  Canada Region of the Dentist Orofacial pain; Temporomandibular
FRCD. Americas Disorders and Oral Medicine.
Prof. Osamu Komiyama, DDS, PhD. Japan Western Pacific Dentist Orofacial Pain and Temporomandibular
Region Disorders.
Prof. Thomas List, DDS, PhD. Sweden European Region  Dentist Orofacial Pain and Temporomandibular
Disorders.
Prof. Arne May, MD, PhD. Germany European Region  Physician Neurology; Pain Medicine; Headache and
Idiopathic Facial Pain
Prof. Dimos-Dimitrios Mitsikostas, Greece European Region  Physician Neurology; Headache Disorders and Pain
MD, PhD. Medicine.
Prof. Donald R Nixdorf, DDS, MS. USA Region of the Dentist Orofacial Pain and Temporomandibular
Americas Disorders.
Assoc. Prof. Maria Pigg, DDS, PhD.  Sweden European Region  Dentist Endodontics and Orofacial Pain.
Prof. Tara Renton, BDS, PhD. UK European Region  Dentist Oral Surgery; Trigeminal Nerve Injury and
Orofacial Pain.
Assoc. Prof. Gunnar Skagerberg, Sweden European Region  Physician Neurosurgery; Neurooncology and Pain
MD, PhD. Medicine.
Prof. Peter Svensson DDS, PhD, Dr  Singapore ~ Western Pacific Dentist Orofacial Pain and Temporomandibular
Odont. Region Disorders.
Prof. Rolf-Detlef Treede, MD, Dr Germany European Region  Physician Neurophysiology and Pain Medicine.
Med.
Prof. Jens Christoph Tiirp, DDS, Dr  Switzerland European Region  Dentist Orofacial Pain and Temporomandibular
Med Dent, MSc, MA. Disorders.
Prof. Joanna M Zakrzewska, BDS, UK European Region  Physician and Oral Medicine; Facial Pain; Trigeminal

MD.

Dentist

Neuralgia and Pain Medicine.

Table 2. Open-ended questions (Round I).

I. What kind of health professionals should be involved in the multidisciplinary investigation/examination of a patient with suspected

PIFP?

© NV ONOULhAWN

What anamnestic data are of importance that points to PIFP or that excludes PIFP?

What kind of diagnostic procedures should be used when examining a patient with suspected PIFP?

What are the major differential diagnoses that you must exclude in a patient with suspected PIFP?

Are radiological procedures necessary in the examination and if yes, what kind of imaging is preferred?
What kind of treatment interventions or strategies do you recommend in patients with the PIFP diagnosis?
Are there any treatment interventions that should be avoided in the management of patients with PIFP?

If you consider pharmacological treatment, what kind of medication do you choose and in what order?
When and how should PIFP patients be followed up?
How do you define treatment success in a PIFP patient?

the free-text comments in the second round, minor changes
were made to nine statements to clarify their meaning
(Online Supplemental Appendix B).

The experts then received a refined questionnaire con-
taining 42 statements (Table 3) for the third round. After
the third round, the experts received a summary of their col-
leagues’ responses and comments. The study was then

closed since either consensus was met or stability in
answers between the different rounds was demonstrated.
The experts were given a final opportunity to review their
answers in the third questionnaire and correct any errors
in their input. After the study was closed, the results were
analyzed and extensively discussed by the expert panel
and lead authors.
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Table 3. Statements used in the final Delphi questionnaire.

Statements

13.
14.
15.

17.
18.
19.
20.

21.
22.

23.

24.

25.
26.
27.
28.

29.

30.
31
32.
33.

34.
35.

The investigation/ examination of a patient with suspected PIFP should be multidisciplinary and involve a dental examination to
exclude dental pathology.

If possible, a dentist specialized in orofacial pain should also be consulted.

Medical specialties that are important in the multidisciplinary investigation of this patient category are neurologists, psychologists or
psychiatrists, ENT specialists and physicians specialized in pain medicine.

A physiotherapist specialized in head/neck pain is desirable if available.

Psychosocial history, stress and mental disorders such as depression and anxiety are important anamnestic data.

Comorbid pain conditions such as different types of headaches are important to consider in the anamnestic process.

Information on other persistent pain sites and possible generalized pain conditions are important.

Anamnestic data and clinical findings pointing toward nerve lesion and neuropathic pain contradicts the PIFP diagnosis.

Patients with PIFP may report minor surgery or injury to the face, jaw, teeth or gingiva. Upon clinical and radiographic examinations
there is however no observable local pathology that may explain the pain.

Initial dental examination to rule out dental pathology is mandatory.

Qualitative somatosensory examination in the painful area is an important procedure in the diagnostic process of a patient with
PIFP.

Based on the results of the qualitative somatosensory examination, quantitative sensory testing (QST) can be indicated in some
cases.

Neurological examination of the cranial nerves is important.

In some cases, nerve conduction tests can be warranted.

A TMD examination (TMD = temporomandibular disorders) preferably done by a dentist specialized in orofacial pain is also an
important part of the diagnostic process.

The patient with suspected PIFP must also be assessed concerning psychological parameters, such as anxiety, depression, PTSD,
catastrophizing etc.

Diagnostic blocks with local anesthetics can be valuable in the diagnostic process to categorize the pain.

Radiology in the orofacial region is usually necessary to rule out local pathology.

Intraoral and/or panoramic radiographs are mandatory to rule out dental pathology.

Computed tomography (CT) or a cone beam computed tomography (CBCT) of teeth, jaws and facial structures are helpful in the
diagnostic process.

Depending on symptoms, head MRI may be necessary to rule out malignancy and/or intracranial process.

The five major differential diagnoses that should be excluded in a patient with suspected PIFP are neuropathic pain (post-traumatic
neuropathic pain or trigeminal neuralgia), pain of dental origin, TMD pain (including referred pain from the neck), primary
headaches and malignancy (regional or referred distant malignancy).

Other differential diagnoses that are of interest are ENT pathology, temporal arteritis, osteomyelitis of the jaw, chronic widespread
pain and Lyme disease.

Patient education concerning chronic pain and behavior therapy such as CBT are very important interventions in the management
of patients with PIFP.

Pharmacological treatment should also be used if this option has not already been exhausted.

It is important to focus on factors coupled to general well- being, such as sleep, exercise, and diet.

In some cases, multimodal pain management programs can be useful to help the patients to cope with the chronic pain.

Invasive and irreversible dental and surgical procedures without a definite indication should be avoided due to the risk of increased
pain and a deteriorated clinical situation.

Procedures that should be avoided (if there is no strong definite evidence for local cause or pathology) are for example root canal
treatment, apical surgery, tooth extraction, occlusal equilibration/oral prosthetic treatment, orthognathic surgery, and
explorative surgery.

Pharmacological treatment with opioids should in general be avoided in patients with PIFP.

The first line of pharmacological treatment in patients with PIFP is TCA (Amitriptyline or Nortriptyline).

If medication with TCA is not well tolerated an SNRI such as Duloxetine or Venlafaxine can be considered.

If the effect of TCA or SNRI is not enough a switch to, or a combination with a gabapentinoid such as Gabapentin or Pregabalin can
be considered.

As a third line treatment subcutaneous Botulinum toxin type A injections might be an option.

The follow-up regime should always be individualized since it depends on numerous factors such as type of treatment engaged
(pharmacological treatment, behavior therapy, pain management program etc.), potential adverse effects of treatment, expected
time course of treatment given, patient adherence to treatment and patient related issues (for example sense of security and need
for being taken seriously).

(continued)
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Table 3. Continued.

Statements

36. In general, the follow-ups should be more frequent in the beginning of the treatment regime and continue on a regular basis over a
time-period decided by the leading specialist in joint agreement with the patient.

37. Due to the chronic character of PIFP it is important that the patient has a contact person (for example the leading specialist) if
needed and that the complaints and concerns of the patient are taken seriously.

38. The most important measure of treatment success is increased quality of life and well-being including return to daily activities such

as work, social activities and family.

39. Another measure of treatment success, in patients with PIFP, is pain reduction to a tolerable level that the patient can accept.
40. If pain relief cannot be accomplished, increased quality of life can still be achieved through increased acceptance and coping

strategies.

41. A pain intensity reduction of at least 30% on VAS or a NRS scale is a treatment success.
42. A pain intensity reduction of at least 50% on VAS or a NRS scale is a treatment success.

Statistical analysis

The results are presented as frequencies and percentages.

Ethical considerations

All experts were informed about the study and that partici-
pation was voluntary. Anonymity in a Delphi study allows
the participants to express their true opinions without any
social influence of other participants. Still, in order to
ensure a high response rate and efficient communication,
the first author (EL) needed to know the identity of the
experts and consequently complete anonymity could not
be achieved. The goal of consensus is stated early in the
research process, and the method has previously been criti-
cized for putting pressure on participants and making them
feel compelled to align their opinions with a shared group
understanding (27). Due to voluntary participation and ano-
nymity among experts, the risk of exerting pressure on any
participant was considered minimal. Communication with
the regional ethical review board confirmed that this study
did not require a formal ethical approval.

Results

The present study began in July 2022, and the Delphi
process was completed in late June 2023. A summary of
the results and a first draft of the manuscript were prepared
and presented in October 2024. Post-study discussions were
initiated and concluded in March 2025, and joint manu-
script writing continued until May 2025. There were no
deviations from the study protocol.

During the analysis of the qualitative data in the first ques-
tionnaire (first round) four main themes were identified.

The first theme Diagnosis was divided into five sub-
groups: Health professionals, Anamnestic data, Diagnostic
procedures, Radiological procedures and Differential diag-
nosis. The second theme Therapy was divided into three sub-
groups: General considerations, Treatment interventions

that should be avoided and Pharmacological interventions.
The third theme Follow-up regimen was divided into two
subgroups: General considerations and Individual aspects.
The fourth and final theme Therapeutic success was
divided into two subgroups: Quality of life and Rating scales.

The results corresponding to each statement in the quan-
titative questionnaire are presented in Table 4. The response
rate was 100% in all rounds. After the third round, one
expert made a minor correction in one specific statement,
which did not affect the results. The experts reached con-
sensus in 35 out of the 42 statements (83%); in an additional
three statements (7%) a majority of the experts agreed with
each other. In four statements (10%), no consensus or majority
was reached. There was a high degree of consensus already
after Round 2. When evaluating response stability among
the statements that reached consensus, only Statement 42
failed to show agreement in both Rounds 2 and 3 - it
reached consensus only in the final round (Round 3).

There was consensus among the experts that the diag-
nostic process in patients with suspected PIFP should be
multidisciplinary and include a dental examination and if
possible, a consultation with a dentist specialized in orofa-
cial pain (100% agreement). Neurologists, psychologists or
psychiatrists, otolaryngologists and physicians specialized
in pain medicine were also considered significant special-
ties in the diagnosis of PIFP (100% agreement). The major-
ity of experts also agreed (75% agreement) that a
physiotherapist specialized in head/neck pain is desirable
in the evaluation of these patients.

Information about possible generalized pain, comorbid
pain conditions and exclusion of the five major differential
diagnoses, i.e., neuropathic pain, pain of dental origin,
TMD pain (including referred pain from the neck), primary
headaches and malignancy were found to be important in
the clinical assessment (100% agreement).

Patients with PIFP may have a history of minor surgery
or trauma to the face, jaw, teeth or gingiva. However, it is
crucial to note that if radiographic examination, anamnestic
data and clinical observations suggest local pathology, such
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Table 4. Frequency of answers (n) by 16 pain experts on each of the 42 statements in the final Delphi questionnaire (Table 2).

Answers (n=16)

Statement no. Majority Consensus
Strongly agree Agree Neutral Disagree Strongly disagree 11-12/16 >13/16
l. 13 3 Yes
2. Il 5 Yes
3. I 5 Yes
4, 2 10 4 Yes
5. 13 3 Yes
6. 14 2 Yes
7. 13 3 Yes
8. 13 2 | Yes
9. 12 3 | Yes
10. 13 3 Yes
Il. I 3 2 Yes
12. 4 3 8 | No No
13. 13 2 | Yes
14. 2 4 9 | No No
15. 12 4 Yes
16. 14 2 Yes
17. 7 7 2 Yes
18. 12 3 | Yes
19. 6 3 7 No No
20. 9 4 3 Yes
21. 8 6 2 Yes
22. 13 3 Yes
23. 9 7 Yes
24. 12 4 Yes
25. 12 4 Yes
26. 9 6 Yes
27. 13 3 Yes
28. 15 | Yes
29. 15 | Yes
30. 12 3 | Yes
31. 7 4 5 Yes
32. 2 | 3 Yes
33. 7 6 3 Yes
34. 3 5 7 No No
35. 12 4 Yes
36. 9 7 Yes
37. 10 6 Yes
38. 14 | Yes
39. 13 3 Yes
40. I 5 Yes
4]. 4 7 3 2 Yes
42, 5 8 | | | Yes
Majority = | 1-12 out of 16 pain experts either agreed or disagreed with the statement. Consensus = >13 out of |6 pain experts either agreed or disagreed
with the statement.
as nerve damage and neuropathic pain (characterized by Computed tomography (CT) or cone-beam computed

features such as a relevant temporal relationship between tomography (CBCT) of the teeth, jaws and facial structures
the trauma and the onset of pain, as well as somatosensory  is recommended (81% agreement) and, depending on symp-
abnormalities), this would be inconsistent with a diagnosis  toms, head MRI may also be necessary (88% agreement).
of PIFP (94% agreement). Although not part of the Delphi  These examinations serve to rule out some main differential
process, the post-study discussions revealed that the experts  diagnoses that would require a different treatment regimen.
relied on ICOP when considering diagnostic criteria for In terms of management, invasive and irreversible dental
patients with PIFP. and surgical procedures (such as tooth extraction, surgical
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exploration, or root canal treatment) to treat persistent idio-
pathic facial pain should be avoided because of the risk of
increased pain (100% agreement). However, if another con-
dition (such as periapical periodontitis) explains part of the
current pain, dental or surgical interventions may, of course,
be indicated, even in patients with PIFP. The expert panel
concluded that pharmacological management with tricyclic
antidepressants (TCAs), serotonin-norepinephrine reuptake
inhibitor (SNRIs) and gabapentinoids is indicated if this
option has not already been exhausted. In general, the
experts recommended avoiding opioids when treating
patients with PIFP (94% agreement). In some cases, multi-
disciplinary or interdisciplinary pain management programs
can be useful (100% agreement). Management should also
include factors associated with general well-being, such as
sleep and exercise (94% agreement).

Follow-ups should always be individualized and based on
several factors such as the type and duration of therapy,
potential adverse effects, patient adherence, the presence of
comorbid pain conditions, the individual’s general health,
and other patient-related issues (100% agreement). The
most important measure of therapeutic success is improved
QoL and well-being (94% agreement). Pain assessment is
commonly included in most QoL instruments.

Recommendations for the management of PIFP patients
are summarized in Table 5.

Discussion

The present Delphi study has established international
consensus-derived guidelines and recommendations for the
evaluation and overall management of patients with PIFP.
Like chronic pain in other regions of the body, orofacial
pain can be secondary to another disease or disorder in the
orofacial region, or it can be a health condition in its own
right (i.e., chronic primary pain) (3). Pain of dental origin
(dentoalveolar pain) is the most common type of OFP, fol-
lowed by TMD pain (11,28). Toothache is most often a sec-
ondary pain that requires management of the underlying
dental disease. To rule out pain originating in the dental
pulp or periapical tissues, consultation with a dentist specia-
lized in Endodontics may thus be helpful. Tooth pain is
commonly inflammatory in nature, but it can sometimes
be mimicked by primary headache (neurovascular in
origin), neuropathic pain or idiopathic pain (28-30).

Examination and collaborative management

In the post-study discussions, it became evident that the
experts relied on ICOP when diagnosing PIFP. As men-
tioned in the introduction, ICOP represents the most
recent classification of PIFP and provides a clear, system-
atic framework that helps healthcare providers to diagnose
PIFP and rule out other causes of orofacial pain - such as
dental, neuropathic, or TMD pain (2). Therefore, ICOP

can be recommended for its standardized approach, which
reduces variability in diagnosis and facilitates better com-
munication between healthcare providers. The main differ-
ence between ICOP and ICHD-3 is that the latter considers
“atypical odontalgia” a possible variant of PIFP and groups
both conditions under a single entity, whereas ICOP distin-
guishes between the two, classifying them separately as
PIFP and PIDAP (previously referred to as atypical odon-
talgia). A comparison of the definitions of PIFP in ICOP
(2020) and ICHD-3 (2018) is presented in Table 6.

Since the most common OFP must be ruled out first, the
expert panel concluded (100% agreement) that a dental
examination to rule out dental pathology is mandatory. If
possible, a dentist specializing in OFP should also be con-
sulted to exclude TMD pain and other related OFP condi-
tions. Primary headache disorders—specifically migraine
and trigeminal autonomic cephalalgias—can present as
facial pain, and in rare cases, as isolated facial pain,
which makes diagnosis challenging. Targeted interventions
for these disorders, such as treatment with triptans,
anti-CGRP medications, calcium channel blockers, indo-
methacin, and anti-epileptics such as lamotrigine, may
therefore play an important role in the diagnostic work-up
of patients presenting with complex facial pain (31-33).

Different forms of neuropathic pain are important differ-
ential diagnoses for PIFP. In many cases of trigeminal neur-
algia, patients experience continuous facial pain between
paroxysmal attacks, making the exclusion of this condition
a necessary part of the diagnostic process for patients with
suspected PIFP (15,34). In this Delphi study, pain of dental
origin, TMD pain (including referred pain from the neck),
primary headaches, neuropathic pain, and malignancy
were identified as the five major differential diagnoses for
PIFP (100% agreement). One of the guiding principles in
both ICOP and ICHD-3 is that all other potential sources
of pain must be excluded before a diagnosis of PIFP can
be established (2,9).

A multidisciplinary and biopsychosocial approach has
been proposed for the assessment and management of
many different chronic pain conditions (35-37). Several
studies have shown that multidisciplinary multimodal
pain management, in which clinicians from various special-
ties work independently although sharing responsibility for
decision-making and pain care, can significantly reduce
pain in patients suffering from chronic pain conditions
such as non-specific low back pain (35), fibromyalgia
(38), and TMD pain (39). Pain management using a multi-
disciplinary approach has also been found to reduce cata-
strophizing, self-reported disability, and depression (40),
as well as improve physical functioning and facilitate
return to work for patients (41,42). Several studies have
shown that multimodal pain rehabilitation is superior to
standard care in reducing pain and disability in chronic
primary pain patients (35,43—45). These findings emphasize
the need to integrate different therapeutic approaches in the
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Table 5. Management of persistent idiopathic facial pain — recommendations.

Diagnosis

* Dental examination to exclude dental pathology is mandatory.

* TMD-examination, performed by a dentist specialized in orofacial pain, is important.
* Neurological examination of the cranial nerves and a qualitative somatosensory examination in the painful area are important

diagnostic procedures.

* Neurologists, psychologists or psychiatrists, otorhinolaryngologists and physicians specialized in pain medicine are important

specialties in the multidisciplinary evaluation.

* Diagnostic blocks can be valuable in the diagnostic process to categorize the pain.
* Computed tomography (CT) or a cone beam computed tomography (CBCT) is recommended to rule out local pathology.

* Depending on the symptoms, head MRI may also be indicated.

* Psychosocial history, stress, psychological disorders, comorbid pain conditions, other persistent pain sites and possible generalized
pain conditions are important to consider and assess in the anamnestic process.

* The five major differential diagnoses that should be excluded in a patient with suspected PIFP are neuropathic pain, pain of dental origin,
TMD pain (including referred pain from the neck), primary headache and malignancy.

Therapy

* Invasive and irreversible dental and surgical procedures without a definite indication should be avoided.
* If pharmacological management has not already been exhausted, TCA therapy (such as amitriptyline) can be a first line option. If TCA is
not suitable, well-tolerated or contraindicated an SNRI (such as duloxetine or venlafaxine) should be considered instead.

considered.

If the effect of TCA or SNRI is inadequate, a switch to, or a combination with a gabapentinoid such as gabapentin or pregabalin may be

* Pharmacological management with opioids should generally be avoided in patients with PIFP.

* Patient education and behavioral therapies such as cognitive behavioral therapy (CBT) are important interventions.
* Itis important to focus on factors coupled to general well-being, such as sleep and exercise.

* In some cases, multimodal pain management programs may be useful

Follow-up regimen

* Individualize the follow-up visits depending on type of therapy, patient adherence and other patient-related issues.
* To build trust and improve patient adherence, follow-up visits should generally be more frequent at the beginning of the therapy.

* Designate a contact person for the patient.
Therapeutic success

* The most important measure of therapeutic success is improved quality of life and well-being including return to daily activities.
* Pain reduction to a level that is acceptable to the patient is another measure of treatment success.

Experience-based opinions, derived from the current Delphi process.

management of more complex pain conditions to achieve
improved outcomes, which is consistent with the findings
in our study. An important component of multidisciplinary
pain management is early diagnosis and individualized
evidence-based therapy (37). Still, it is unclear which com-
ponent of multimodal interventions - such as education,
exercise, or medication — provides the most significant
therapeutic effect (36).

Interdisciplinary pain management involves collaboration
between caregivers, working together across fields of expert-
ise and sharing therapy approaches. Transdisciplinary pain
management, on the other hand, involves not only inter-
disciplinary collaboration among different caregivers but
also the involvement of patients, patient advocacy
groups and health care payers, for example health insur-
ance providers (21). The purpose of the transdisciplinary
collaboration is to find common ground in values,
therapy protocols and new health care structures across
the different parts of pain care. It is considered optimal
in terms of both clinical effectiveness and economic sus-
tainability (21).

There are significant diagnostic and therapeutic chal-
lenges in the management of patients with PIFP. The
expert panel in our study recommends a multidisciplinary
evaluation (100% agreement) and, in some cases, a multi-
modal pain management program for these patients (100%
agreement). This underscores the importance of key health-
care providers working together in a coordinated manner.
This collaborative approach, in which general dentists/endo-
dontists, dentists specialized in orofacial pain, neurologists,
psychologists or psychiatrists, otolaryngologists, and physi-
cians specialized in pain medicine working together in a
coordinated manner (46), is critical to managing the com-
plexity of PIFP. Unfortunately, such multidisciplinary or
interdisciplinary settings are not always available in clinical
practice, often resulting in unidisciplinary pain management.

In the evaluation of pain patients, diagnostic blocks with
local anesthetics can be of significant value. Blocking noci-
ceptive signals from the periphery can provide important
information about the origin and pathways of pain (47).
Thus, diagnostic blocks can help differentiate between per-
ipheral, central and referred pain, as well as distinguish
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Table 6. Comparison of persistent idiopathic facial pain (PIFP) definitions in ICHD-3 (2018) and ICOP (2020).

Criteria ICHD-3 (9) ICOP (2)

Description Persistent facial and/or oral pain, with varying Persistent facial pain, with variable features, recurring daily
presentations but recurring daily for more than 2 h per  for more than 2 h per day for more than 3 months, in the
day over more than 3 months, in the absence of clinical ~ absence of clinical neurological deficit or preceding
neurological deficit. causative event.

Diagnostic A. Facial and/or oral pain fulfilling criteria B and C A. Facial pain fulfilling criteria B and C

criteria B. Recurring daily for >2 h per day for >3 months B. Recurring daily for >2 h/day for >3 months

C. Pain has both of the following characteristics: C. Pain has both of the following characteristics:

|. poorly localized, and not following the distribution of a |. poorly localized, and not following the distribution of a
peripheral nerve peripheral nerve

2. dull, aching or nagging quality 2. dull, aching or nagging quality

D. Clinical neurological examination is normal D. Clinical and radiographic examinations are normal, and

E. A dental cause has been excluded by appropriate local causes have been excluded
investigations E. Not better accounted for by another ICOP or ICHD-3

F. Not better accounted for by another ICHD-3 diagnosis.  diagnosis.

Subtypes - Two subtypes. PIFP with or without somatosensory
changes upon qualitative or quantitative somatosensory
testing.

Major In ICHD-3, two conditions are grouped under a single entity: 13.12 Persistent idiopathic facial pain, with atypical

differences odontalgia considered a possible subform. In contrast, the ICOP criteria differentiate and define them as two distinct

entities: 6.2 Persistent idiopathic facial pain and 6.3 Persistent idiopathic dentoalveolar pain ((2,9).

The post-Delphi discussions revealed that the experts relied on ICOP when considering diagnostic criteria for patients with PIFP.

between somatic and visceral pain (48). In the orofacial
region, peripheral nerve blocks may be used to target the
maxillary and mandibular nerves, along with their branches
such as the infraorbital, inferior alveolar, auriculotemporal,
and masseteric nerves. They can also be administered in
specific anatomical areas, such as intra-articularly in the
temporomandibular joint (TMJ) and intramuscularly in
the masseter and temporal muscles (49). The expert panel
concluded (88% agreement) that diagnostic blocks can be
valuable in the diagnosis of patients with suspected PIFP.

Somatosensory testing may be important in the evalu-
ation and diagnosis of pain, particularly neuropathic pain.
A rigorous system of quantitative sensory testing (QST)
has been proposed by the German Research Network on
Neuropathic Pain (DFNS) (50,51) and also implemented
in the orofacial region (52,53). The expert panel in our
study found no consensus concerning the clinical value of
using QST in patients with PIFP. The full battery of tests
in QST is usually found only in few specialized centers
and is not accessible to general practitioners. The expert
panel recommended (88% agreement) the more accessible
Qualitative Sensory Testing (QualST) which has been sug-
gested for clinical use (54). Nerve conduction testing for
motor and sensory nerves may hypothetically provide guid-
ance on, for example, the type of neuropathy (55).
Electrophysiological studies, such as blink reflex, masseter
inhibitory reflex and trigeminal somatosensory evoked
potential examination, have been suggested in the assess-
ment of trigeminal neuropathy (56-59). Still, peripheral

nerves supplying the orofacial region are difficult to
access for nerve conduction studies. In the present Delphi
study, no consensus was found regarding the use of nerve
conduction studies in patients with PIFP.

In patients with PIFP, more advanced radiographic tech-
niques such as CBCT, CT or MRI may be needed to
exclude differential diagnoses (60). CBCT or CT are par-
ticularly useful when facial pain may be related to dental
pathology, such as periapical abscesses; sinus disease; or
bone-related conditions, such as osteomyelitis, maxillo-
facial tumors, and TMJ bony changes like degenerative
joint disease. In contrast, MRI is better suited for assessing
neurovascular structures and soft tissue. It is especially
useful for detecting trigeminal nerve pathology, such as
neurovascular compression, as well as intracranial condi-
tions, including tumors and multiple sclerosis. MRI can
also identify TMJ inflammation and various soft tissue
abnormalities (61,62). Ogﬁtcen—Toller et al. (63) suggested
that all patients with “atypical facial pain” should undergo
MRI because of the risk of intracranial and extracranial
lesions.

The expert panel in our study agreed (81% agreement)
that CT or CBCT is necessary to rule out local pathology
and that MRI may be necessary (88% agreement) to rule
out malignancy and/or intracranial processes in patients
with PIFP. There was no consensus on the need for intraoral
and/or panoramic radiographs in the evaluation of PIFP
patients. One could speculate that because patients with
PIFP often have had their pain for a very long time,
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dental examinations including intraoral and panoramic
radiographs were often performed early in the process.
Furthermore, there was strong consensus (100%) that a
dental examination should be conducted in these patients,
and intraoral radiographs are generally included as part of
a standard dental assessment.

Therapy

Local blocks to specific nerves (49) or peripheral nerve
ganglia (64) have been suggested as therapeutic options
for many different orofacial pain conditions. However,
the evidence of their long-term efficacy remains limited
(49). The off-label use of botulinum toxin type A
(BTX-A) for pain management, such as TMD related
myalgia (65-70) and peripheral neuropathic pain (71), has
increased over time, although the evidence for its efficacy
remains weak. A review of PIDAP (72), which is thought
to be an anatomical variant of PIFP (73), stated that case
reports have shown that BTX-A may be a viable therapy.
In a randomized controlled trial, Jamtgy et al. (74) investi-
gated the efficacy of BTX-A injection into the sphenopala-
tine ganglion (SPG) in patients with PIFP. They found no
short-term pain reduction compared to placebo (74). In
the present Delphi study, there was no consensus or major-
ity opinion supporting the use of BTX-A in PIFP patients,
suggesting that it is premature to recommend this therapy.
There is an agreement in the literature that idiopathic
orofacial pain, including PIFP, should not be subjected to
invasive irreversible surgical interventions because of the
risk of aggravating the pain (13,75-77). In our study
there was a strong consensus (100% agreement) that inva-
sive and irreversible dental and surgical procedures with
the aim of treating the pain should be avoided in PIFP
patients unless there is another verified and clear indication
for such a procedure. This is an important clinical recom-
mendation and is similar to treatment guidelines for
chronic primary low-back pain, which also discourage
surgery (78,79). Unfortunately, before PIFP patients reach
specialist services, many have undergone irreversible ther-
apies in an attempt to find a “cure” (13,80-82).
Pharmacological therapy with TCAs (83,84), SNRIs
(83-86), pregabalin (83,85) and gabapentin (83,87) has
been recommended for various chronic pain conditions.
These pharmacologic agents have also been suggested in
patients with PIFP, although the evidence is sparse (13).
There are many patient-specific factors, such as concomi-
tant medication, certain medical conditions etc., that may
influence the choice of pharmacologic therapy. In the
present study, the majority of experts (69% agreement)
recommended TCA as a first-line drug. The frequency of
side-effects has been reported to be high with TCA medica-
tion (88). If TCA is not suitable or well-tolerated by a
patient, the expert panel recommended (81% agreement)
that an SNRI should be considered. If the effect of TCA

or SNRI is insufficient, a switch to, or a combination with
a gabapentinoid such as gabapentin or pregabalin can be
considered (81% agreement). Dosing regimens in PIFP
patients were not within the scope of the present Delphi
study. However, there are some evidence-based recommen-
dations for dosing regimens to manage neuropathic pain
that may be considered (81,83,89).

Due to the risk of side effects and addiction associated
with long-term opioid use (78,90), non-opioid medications
are often preferred in the management of non-cancer
chronic pain (91). Notably, the expert panel in our study
recommended (94% agreement) that opioids should be
avoided in the management of PIFP.

The expert panel in our study concluded (96% agree-
ment) that it is also important to focus on factors related
to general well-being, such as sleep and exercise, in patients
with PIFP. There is evidence to suggest that these factors
are important in the management of chronic primary pain
(92-96), whereas data on PIFP remains sparse. An associ-
ation between sleep and pain has been established, and
poor sleep has been shown to adversely affect pain manage-
ment (92). It has been suggested that interventions targeting
sleep disturbances and fatigue may increase effectiveness of
interdisciplinary pain programs (93). Still, the relationship
between sleep and PIFP is unknown (13). The majority of
PIFP patients do not experience pain-related awakenings
(97) and report that their sleep is pain-free (98).
Long-term physical exercise can reduce pain in many dif-
ferent chronic pain conditions, although the pain response
may differ between different diagnoses (94-96).

Follow-ups and therapeutic success

Non-adherence can be a major problem in medical therapy and
results in substantial health care costs (99). Arrangements for
convenient follow-up visits and improved patient-provider
communication are thought to increase adherence to prescribed
therapies (100). Trust between caregiver and patient is also very
important to improve therapeutic outcomes (101). In PIFP
patients the expert panel recommended (100% agreement) fre-
quent initial follow-up visits and a patient-specific contact
person to build trust and increase patient adherence.

It is important to assess the therapeutic effect in order to
adequately evaluate whether a therapy is beneficial in the
inpatient setting (102). Farrar et al. (102) suggested that a
30% reduction in pain intensity on a numerical rating
scale (NRS) is a clinically relevant outcome in chronic
pain patients receiving pregabalin. Others have used 50%
(or greater) reduction in pain as an outcome variable for
analgesic efficacy (103). According to our expert panel,
another measure of therapeutic success in these patients is
when pain is reduced to a tolerable level (100% agreement).
Although pain intensity is often chosen as the primary
outcome variable in pain research, other outcome variables
such as pain-related disability, quality of life, psychological
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impact, and patient satisfaction are also important.
IMMPACT (the Initiative on Methods, Measurement, and
Pain Assessment in Clinical Trials) recommends the following
domains are recommended in the evaluation of chronic pain
management: pain intensity, global improvement, symptoms
and adverse events, participant disposition, emotional and
physical functioning (104). In ICD-11, severity is assessed
in three dimensions: intensity, distress and disability (6).
These dimensions can be assessed using NRS or question-
naires (105). Quality of life encompasses several domains,
including health, spiritual well-being, and social and psycho-
logical functioning. Pain intensity and self-efficacy are import-
ant predictors of QoL in patients suffering from chronic pain
(106). Chronic pain is a common cause of long-term sick
leave and disability (107). Sick leave is a major economic
burden for both society and the individual, and return to
work is therefore crucial (108). The expert panel reached a
consensus (94% agreement) that the most critical measures
of therapeutic success in patients with PIFP are improved
QoL and well-being including return to daily activities.

Methodological concerns

In both medicine and dentistry, there are contrasting atti-
tudes towards opinions derived from experts and their clin-
ical experience. The scientific value of “consensus opinion
of experts” has been ranked very low (109). Still, clinical
experience is very important in the application of research
evidence to specific patients (110) and in areas such as
the management of patients with PIFP, where evidence is
inadequate or even non-existent (111).

The term “expert” in a Delphi study and the fact that a
particular selected group represents a valid ‘“expert
opinion” have been criticized (112). In this study, an
expert was defined as a researcher with identifiable peer-
reviewed publications and at least 10 years of clinical
experience in the management of pain patients. Although
the selection of experts was subjected to bias, it is important
to remember that they were chosen for a specific purpose -
to share their knowledge, experience and opinions on a spe-
cific topic.

Our panel had a majority of European experts and
covered three of the six WHO regions. This regional bias
should be considered when interpreting the results. The
composition and size of an expert panel depend on the
desired perspective. For a broad view, a heterogeneous
group — including researchers, clinicians, patients, public
members, and administrators — is ideal. For more specific
issues, such as management of rare pain conditions like
PIFP, a homogeneous panel of specialists is preferable.
Panel size recommendations for a homogenous group
vary in the literature: Manyara et al. (113) suggest 20-30,
while Clayton et al. (114) recommends 15-30 for homoge-
neous panels. Although a large number of experts (30-50)
may improve replicability and provide more representative

data, it may also result in a large data set and subsequent
complex data analysis. Delphi studies can be conducted
with as few as 10-15 experts and still be effective (115).
Our panel of 16 participants is at the lower end and may
warrant some criticism.

Percentage agreement is the most common method for
defining consensus in a Delphi study. Various thresholds
have been suggested: Loughlin and Moore (116) proposed
51%, Sumsion (117) recommended 70%, and Green et al.
(118) suggested 80% agreement for consensus to be met.
In our study, we set the consensus threshold at 80% agree-
ment or disagreement. If 65-70% agreement or disagree-
ment was reached, the second threshold majority was
met. Even when consensus is reached or a majority of
experts agree on an issue, it is important to emphasize
that this does not necessarily mean that the “absolute
truth” or “correct belief” has been established.

The original Delphi method includes four rounds, but
some authors recommend two or three rounds (27,112).
Besides achieving consensus, the stability of responses
between multiple rounds is a measure used to determine
whether or not additional rounds should be used (119).
Too few rounds may not yield meaningful data. On the
other hand, too many rounds may lead to sample fatigue
and a decrease in response rates (27,120). In this study,
three rounds were required to achieve either consensus or
response stability between the rounds. Stability between
rounds is an inherent aspect of the Delphi process,
whether there is consensus, majority agreement, or bipolar-
ity (121). In this study, the Delphi process was concluded
when either consensus was reached or stability in responses
across rounds was demonstrated. This stopping criterion
may, in theory, result in a lack of response stability in
cases where consensus is achieved. A high degree of con-
sensus was already observed after Round 2. When evaluat-
ing response stability among the statements that reached
consensus, only Statement 42 failed to demonstrate consen-
sus in both Rounds 2 and 3 — it reached consensus only in
the final round (Round 3). A fourth round was not conducted
solely due to the lack of response stability in Statement 42.
Additionally, after Round 3, the experts were given a final
opportunity to review their responses in the third question-
naire and correct any input errors. As noted in the results,
only one expert made a minor correction to a specific state-
ment. This correction did not affect the outcome in terms
of consensus classification (Consensus, Majority, or No
Consensus). While this opportunity to review and correct
input in Round 3 did not constitute an additional fourth
round (i.e., it did not include free-text comments, controlled
feedback, etc.), it may still have implications when discuss-
ing response stability, as the expert panel participants were
evidently satisfied with their answers.

Notably, this study achieved a 100% response rate,
which is ideal. The Delphi method has been criticized for
lack of reliability and validity (27,112). However, studies
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suggest that the method has acceptable reliability (122) and
content validity (123). Due to the size of the expert panel,
the geographic distribution, and the strict criteria used to
define an expert, we believe that our panel is representative
of a group of international pain experts, and therefore we
can expect the results to have content validity. Several of
the synthesized statements were general in nature.
Anonymity in the Delphi methodology can be seen as a
limitation in terms of depth and nuance, but it is also one
of the method’s greatest strengths — allowing for inde-
pendent input free from group dynamics or dominant
voices (24). In the post-study discussion, it was concluded
that further research is needed to develop more specific and
nuanced treatment recommendations, particularly in the
area of pharmacological treatment.

Conclusion

In conclusion, this Delphi study has established international
expert-based consensus guidelines and recommendations for
the evaluation and management of patients with PIFP
(Table 5), which reinforce several earlier recommendations
reported in the literature (13,124,125). The recommendations
emphasize the importance of interdisciplinary collaboration
in the examination and management of these patients, involv-
ing coordinated efforts among general dentists or endodon-
tists, dentists specialized in orofacial pain, neurologists,
psychologists or psychiatrists, otolaryngologists, and physi-
cians specialized in pain medicine. Therapeutically, invasive
and irreversible dental and surgical procedures to treat PIFP
should be avoided because of the risk of increased pain.
Pharmacological management with TCAs, SNRIs, and gaba-
pentinoids may be considered, provided that these options
have not already been exhausted. Finally, the most import-
ant measure of therapeutic success is reduction of pain to a
level considered acceptable by the patient and improved
quality of life.
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