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ABSTRACT

AIM: The COVID-19 pandemic has resulted in society experiencing unprecedented challenges for healthcare
practitioners and facilities serving at the frontlines of this pandemic. With regards to oral cancer, there is a
complete absence of literature regarding the long-term impact of pandemics on patients with oral potentially
malignant disorders (OPMDs). The objective of this article is to put forth an institutional multidisciplinary
approach for the evaluation and management of OPMDs.

METHODS: A multidisciplinary approach was put formalized within our institution to risk stratify patients
based on need for in-person assessment versus telehealth assessment during the COVID-19 pandemic.

RESULT'S: With judicious risk stratification of patients based on clinical features of their OPMD and with
consideration of ongoing mitigation efforts and regional pandemic impact, providers are able to safely care
for their patients.

CONCLUSIONS: The COVID-19 pandemic has required healthcare practitioners to make novel decisions
that are new to us with development of creative pathways of care that focused on patient safety, mitigation
efforts, and clinical management of disease processes. The care of patients with OPMDs requires special

considerations especially as patients at high-risk for severe COVID-19 illness are also higher risk for the
development of OPMDs.

INTRODUCTION

The novel coronavirus, severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2), is a highly conta-
gious enveloped single stranded sense RNA virus that results in a life-threatening pulmonary illness known as
COVID-19.! Today, the COVID-19 pandemic has resulted in society experiencing unprecedented challenges
for healthcare practitioners and facilities serving at the frontlines of this pandemic. As healthcare practi-
tioners we are implementing measures that aim to mitigate the spread of the virus and to conserve resources
including personal protective equipment (PPE) while still caring for patients. Currently the majority of the
mandates on healthcare practitioners have been to stratify patients based on risk for severe illness per the
Centers for Disease Control and Prevention (CDC) guidelines (Figure 1) while also considering the necessity
for patients to be evaluated in person in the outpatient setting and to assess the “urgency” of any surgical
procedure(s) to be performed.?

Irrespective of the nature of any healthcare crisis, patients suffering from cancer always receive significant
attention due to the morbidity and mortality rate associated with cancer, which is the leading cause of death
in countries with developed economies.? Today, there is a paucity of literature on the impact of pandemics
on the progression/evolution of cancer with most of the literature being devoted to the impact of viral illness
on cancer patients.* For example, Chemaly and colleagues published a multicenter study evaluating the
impact of the 2009 HIN1 influenza pandemic on adult patients with solid tumors and reported a mortality
rate of 9.5% in these patients in comparison to the global mortality rate which was 0.001 — 0.007%.* With
regards to oral cancer, there is a complete absence of literature regarding the long-term impact of pandemics
on patients with oral potentially malignant disorders (OPMDs) and early stage oral cancer. Therefore, for
practitioners who manage OPMDs and oral cancer, a great concern is the risk of progression of these lesions
and the detriments patients will incur in the long term. Prior to this pandemic, even with readily available
access for the majority of patients to a fully intact healthcare infrastructure, less than 50% of patients with
oral cancer were diagnosed at an early stage.? Such concerns for delays in diagnosis and care of patients with
oral cancer have been extensively addressed in the medical literature in the pre-COVID-19 era. Murphy
and colleagues reported that 25% of patients with head and neck cancer in the United States experienced
treatment delay.® Furthermore, an increase in the time to treatment initiation (TTI) by 46 — 52 days resulted
in an increased risk of death with the most detrimental impact once TTI extends beyond 60 days.® Therefore,
early diagnosis and early time to treatment are mainstays for the care of patients with oral cancer to reduce
such adverse outcomes, with the most opportune time to prevent and treat oral cancer in its earliest stage
through the methodical evaluation and management of OPMDs.



OPMDs are a heterogeneous group of lesions with varying clinical features, risk factors, biologic behavior,
and malignant transformation rates (Figure 2A and 2B)*®. It is estimated that OPMDs affect about 2%
of the world’s population, with a combined malignant transformation rate of 7.9%.7% Herein, we describe
a collaborative and multidisciplinary (oral and maxillofacial surgery, otorhinolaryngology, oral medicine)
perspectives on our approach for the evaluation and management of OPMDs during the COVID-19 pandemic.

Considerations for the Evaluation of New and Established Patients

The emerging data on COVID-19 pandemic clearly identifies that the presence of comorbidities (i.e., diabetes,
hypertension, cardiac disease, and pulmonary disease) are responsible for a significantly greater risk of
mortality.® Similarly, chronic diseases have been identified to be more common in patients with OPMDs,
for instance, dyslipidemia and asthma have been identified as being more prevalent in patients with oral
leukoplakia in comparison to case-controls.'® Furthermore, elderly patients ([?]75 years of age) who develop
oral leukoplakia have a higher 5-year cumulative incidence (3.21%) for the development of oral cancer.’
Tobacco use has also been identified in increasing the risk for adverse events in patients with COVID-
19.1! Such data is additionally troubling with regards to patients with OPMDs and oral cancer as tobacco
use is the main risk factor for the development of the majority of cases of OPMDs and oral squamous
cell carcinoma. Similarly, the CDC also considers immunosuppressed patients at being high risk for serious
illness from COVID-19 including patients with “prolonged use of corticosteroids and other immune weakening
medications 7 (Figure 1).2 This is also concerning for patients with severe cases of oral lichen planus with
long-standing systemic corticosteroid use, or other immunosuppressing agents (e.g., tacrolimus, cyclosporine,
azathioprine, mycophenolate mofetil, cyclophosphamide, or methotrexate). Therefore, one must consider the
patient’s risk in developing severe illness with COVID-19 in deciding the timing of their in-person evaluation.
Additionally, a major part of mitigation efforts surrounding the COVID-19 pandemic have been focused on
social distancing and decreased patient visits to healthcare facilities unless medically necessary. This is for
the benefits of patients and health care professionals, as healthcare workers represent anywhere from 3.8 —
20% of infected individuals, with approximately 15% developing severe illness or death.'? The specific impact
on oral health providers has yet to be identified, but based on the aerosolization involved with assessing the
oral cavity and performing invasive procedures within the oral cavity, one must seriously consider the higher
risk of exposure for oral health providers as well as the patients. .

In order to reduce density of patients within a healthcare facility we have incorporated Telehealth into our
daily office workflow for the evaluation of new patients with oral mucosal lesions and re-evaluation of known
patients with OPMDs. While the convenience and social distancing afforded by Telehealth are well aligned
with ongoing mitigation efforts, the limitations of Telehealth in the evaluation of oral mucosal lesions become
readily apparent, such as, the inability to address the texture of a lesion, clearly delineate the borders of a
lesion, and evaluate for the presence of an endophytic component to a lesion. Therefore, the use of Telehealth
in the evaluation and management of oral mucosal lesions is best suited for easily visible lesions (i.e., lip, tip
of tongue, anterior facial gingiva of the maxilla or mandible) and is significantly limited in other locations of
the oral cavity (i.e., lingual gingiva of mandible, posterior floor of mouth, maxillary vestibule, mandibular
vestibule). From our experience thus far, Telehealth plays an instrumental role in triaging patients and
minimizing the number of visits to the clinic for both new and established patients (Figure 3). Below are
individual considerations that we are currently employing in the evaluation of new and established patients
that are summarized in Figure 3:

New and Established Patient Evaluation

e Acquisition of Medical and Dental Records: Key records to obtain are clinical photographs
(ideally from referring provider) and/or photographs provided by the patient (Figure 3) of the lesion(s)
of interest; copy of biopsy report(s).

e Telehealth Consultation: This ideally should be video based, and at our institution we are currently
utilizing BlueJeans (Mountain View, CA, USA) and Doximity (San Francisco, CA, USA) as video
conferencing platforms. A greater amount of details is obtained in assessing a lesion via a photograph(s)
than through video conferencing; however, through video a greater spatial appreciation of a lesion is



achieved and better assessment for cervical lymphadenopathy through video, which adds a greater
degree of human touch to the visit.

e Determine Urgency/Timing of In-Person Visit: This decision is the most critical decision as
one must balance social mitigation efforts, reducing exposure risks to patients especially those deemed
as high-risk per CDC, and also providing medically appropriate care. The timing of an in-person
visit is largely predicated on the likelihood of lesion being cancer (Figure 2A and 2B) and ongoing
mitigation efforts and surge capacity. One of the most critical consideration from a clinical perspective
is theprogression (development of symptoms and/or taking on high-risk clinical features — Figure 4)
of the lesion of interest. Any clinical indications for progression must escalate care and proceed with
in-person evaluation. Should an institution lacks the resources or capacity for care of the patient, then
collaboration with colleagues with familiarity and resources to care for a patient with a OPMD will
become necessary. We cannot overemphasize the importance of absence or presence ofprogression of a
lesion in part of this algorithm.

Of note, our rational for the use of the 3 month time point in low-risk lesions is based on literature that
indicates 0.7% of patients with oral leukoplakia who go on to develop oral squamous cell carcinoma do so
within 3 months of diagnosis.®

Considerations for Necessary Oral Mucosal Procedures

From a health care professional exposure perspective oral based examinations and procedures are of great
concern. Per the CDC, “potential routes of close-range transmission include splashes and sprays of infectious
material onto mucous membranes and inhalation of infectious virions exhaled by an infected person. The
relative contribution of each of these is not known for SARS-Co-V-2 .13 Furthermore, there is mounting
evidence that SARS-CoV-2 may be transmitted through fomites and contact.!* An oral health professionals
points of contact during a patient interaction could be both direct and indirect, including but not limited to
the following: 1) contact with human fluids, 2) contaminated surfaces and instrumentation, and 3) patient
materials.'* While strict hygiene measures are able to significantly reduce the risk of exposure from indirect
routes, due to the contact with oral mucosal surfaces in the assessment of an OPMD and need to violate oral
mucosal surfaces should an incisional or excisional biopsy become necessary, one must incorporate added
protective measures to ensure the safety of the entire healthcare team. Below is a summary of such measures:

e PPE: Conservation of PPEs has been one of the hallmarks of this pandemic. Our approach has been
to use a level 3 surgical mask with face shield and/or goggles during the in-person evaluation of a
patient who is known to be SARS-CoV-2 negative based on testing within 24 hours. If the patient was
unable to be tested or should the patient present for a surgical procedure then a higher level of PPE
is employed (N95, face shield, disposable medical safety gown, and disposable working cap).

e SARS-CoV-2 Testing: Globally testing continues to be a major challenge of this crisis; however, it
is becoming more readily available. It is our recommendation that should a patient require a biopsy or
surgical excision of their OPMD, testing be obtained within 24 hours of the planned procedure with
consideration for the aforementioned PPE options. With regards to testing stewardship this is where
Telehealth evaluation allows for optimization of the efficiency of the in-person visit. For instance if a
patient requires a biopsy/surgical excision the testing is obtained prior to the visit with allocation for the
necessary PPE. Additionally, during the Telehealth visit we address any medications or conditions that
require special considerations (i.e., management of antiplatelet agents/anticoagulants) and obtaining
any necessary “clearances” to avoid any complicating factors and cancelation of procedures and need
for the patient to return to the office.

e Topical Preparation of Oral Mucosal Surfaces With Povidone-Iodine (PVP-I): Based on
mounting evidence of the ability of PVP-I to inactive SARS coronavirus prior to the biopsy or resection
of an oral mucosal lesion we are currently topicalizing the oral mucosal surfaces with PVP-I (1 — 7.5%)
for 2 minutes prior to delivering local anesthesia and performing tissue excision.'®

e Technical Considerations For Tissue Handling: For incisional biopsies our recommendation is for
use of either a surgical scalpel or a tissue biopsy technique with avoidance of use of laser technologies due



to concern for viral disease transmission by laser-generated plume until more robust testing guidelines
are established. Furthermore, our recommendation is for the use of absorbable sutures to avoid risk of
bleeding from an open biopsy wound with return of patient to the office or having to visit an emergency
department secondary to bleeding. Additional benefit of absorbable sutures is patients do not have to
return for suture removal. Furthermore, should patient require excision of lesion in the operating room
we are minimizing use of smoking-generating cautery to minimize vaporization of viral particles.
Procedure Setting: If the patient is SARS-CoV-2 negative it is appropriate for the procedure to be
performed in the outpatient clinic setting if the lesion is easily accessible. However, if the patient’s
SARS-CoV-2 status is unknown and a biopsy is warranted, our preference is to perform the procedure
in the clinic setting. However, if a critical biopsy is necessary and in the absence of testing and if
the lesion is difficult to access (secondary to location or other factors such as trismus) our preference
is to perform the procedure in the operating room. Should the patient require the procedure in the
operating room preference should be given to excision of lesion in its entirety with/without use of
frozen sections prior to lesion excision based on the specialists preference.

Conclusion

The COVID-19 pandemic has required healthcare practitioners to make novel decisions that are new to us
with development of creative pathways of care that focused on patient safety, mitigation efforts, and clinical
management of disease processes. The care of patients with OPMDs requires special considerations especially
as patients at high-risk for severe COVID-19 illness are also higher risk for the development of OPMDs.
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Figures Legend

Figure 1: Centers for Disease Control and Prevention (CDC) categories of individuals at high-risk for severe
illness from COVID-19.

Based on currently available information and clinical expertise, older adults and people of any age who
have serious underlying medical conditions might be at higher risk for severe iliness from COVID-19.

Based on what we know now, those at high-risk for severe illness from COVID-19 are:

People 65 years and older

People who live in a nursing home or long-term care facility

People of all ages with underlying medical conditions, particularly if not well controlled, including:

People with chronic lung disease or moderate to severe asthma

People who have serious heart conditions

People who are immunocompromised
Many conditions can cause a person to be immunocompromised, including cancer treatment, smoking,
bone marrow or organ transplantation, immune deficiencies, poorly controlled HIV or AIDS, and
prolonged use of corticosteroids and other immune weakening medications

People with severe obesity (body mass index [BMI] of 40 or higher)
People with diabetes

People with chronic kidney disease undergoing dialysis

People with liver disease

Adapted from Center for Disease Control and Prevention (CDC): https://www.cdc.gov/coronavirus/2019-
ncov/need-extra-precautions/people-at-higher-risk.html

Figure 1: This is a caption

Figure 2: Clinical photographs of lesions considered high risk (A) and low risk (B) for immediate malignant
transformation or haroboring oral squamous cell carcinoma (OSCC).
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Figure 3: Pathway of care for the evaluation and management of new and established patients with oral
potentially malignant disoders (OPMDs) during the COVID-19 pandemic.

Step 1: Organization and evaluation of medical records (biopsy record(s) if available, clinical photograph(s) provided by referring
provider and/or patient)

Step 2: Telehealth visit preferably using video based platform with priority for risk stratification of lesion(s) (Figure 1) and CDC risk
stratification of patient for serious COVID-19 illness (Table 1)

Step 3: Determine urgency for in-person evaluation and/or proceeding with surgical intervention (biopsy, scalpel excision) with special
consideration for signs of progression since last visit for established patients

High Risk Lesion Low Risk Lesion in Low-Risk CDC Patient

Low Risk Lesion in High-Risk CDC Patient
ice evaluation, not to exceed 3 months
with plan for pre-procedure testing

Proceed with evaluation and
management with utilization of COVID-19
testing and appropriate PPE

Defer in-office evaluation, proceed with in-office
evaluation in 6 — 8 weeks with plan for pre-
procedure testing

If hospital or city/state is undergoing surge in COVID-19 cases with inability to perform in-person visits
recommend monthly evaluation via Telehealth with clinical photographs submitted until cleared to resume in-
person visits

Figure 4: This is a caption

Figure 4: Clinical parameters of a lesion that impact risk for malignant transformation.
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