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Morphine (topical) — H&N cancer — RT-CT — treatment
e Guideline category: Suggestion (LoE Ill)
e Guideline statement: Topical morphine 0.2% mouthwash is suggested for the
treatment of OM-associated pain in H&N cancer patients treated with RT-CT.

Sucralfate (combined topical and systemic administration) — H&N cancer — RT — prevention
e Guideline category: Recommendation against (LoE Il)
e Guideline statement: Sucralfate is not recommended for the prevention of OM-
associated pain in H&N cancer patients treated with RT.

Sucralfate (topical) — H&N cancer — RT — treatment
e Guideline category: Recommendation against (LoE Ill)
e Guideline statement: Sucralfate is not recommended for the treatment of OM-
associated pain in H&N cancer patients treated with RT.

Sucralfate (combined topical and systemic) — solid cancer — CT — Treatment
e Guideline: Recommendation against (LoE 1)
e Guideline statement: Sucralfate is not recommended for the treatment of OM-
associated pain in solid cancer patients treated with CT.
Sucralfate (combined topical and systemic) — H&N cancer — CT — prevention
e Guideline: No Guideline Possible

Fluconazole (systemic) — H&N — RT/RT-CT — prevention
e Guideline category: No Guideline Possible

Miconazole (topical and systemic) — hematologic cancer — HSCT — prevention
e Guideline category: No Guideline Possible

Mucoadhesive hydrogel (topical) — H&N cancer—RT-CT — treatment
e Guideline category: No Guideline Possible

Polyvinylpyrrolidone (topical) — H&N cancer — RT-CT — treatment

Polyvinylpyrrolidone (topical) — H&N cancer — RT — treatment

Polyvinylpyrrolidone (topical) — hematologic patients — HSCT— treatment
e Guideline category: No Guideline Possible

Doxepin (topical) — H&N cancer patients — RT — treatment
e Guideline category: No Guideline Possible

Fentanyl — H&N cancer patients — RT or RT-CT — treatment



Fentanyl — Hematologic cancer patients — HSCT — treatment
e Guideline category: No Guideline Possible
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Benzydamine mouthwash — H&N cancer — RT — prevention
e Guideline category: Recommendation (LoE 1)
e Guideline statement: Benzydamine mouthwash is recommended for the prevention of
OM in patients with H&N cancer receiving a moderate dose RT (< 50 Gy).
Benzydamine mouthwash — H&N cancer— RT-CT— prevention
¢ Guideline category: Suggestion (LoE Il)
e Guideline statement: Benzydamine mouthwash is suggested for the prevention of OM
in patients with H&N cancer receiving RT and CT.
Benzydamine mouthwash — H&N cancer — RT — treatment
e Guideline category: No guideline possible
Benzydamine mouthwash — H&N cancer — RT-CT — treatment
e Guideline category: No guideline possible
Benzydamine mouthwash — H&N cancer — CT — prevention
e Guideline category: No guideline possible
Benzydamine mouthwash — Hematologic malignancies and solid tumors — CT — prevention
e Guideline category: No guideline possible
Benzydamine mouthwash — Hematologic malignancies and solid tumors — CT— treatment
e Guideline category: No guideline possible
Benzydamine mouthwash — Hematologic malignancies — CT — prevention
e Guideline category: No guideline possible

Systemic celecoxib — H&N cancer — CT and RT — prevention
e Guideline: No guideline possible (LoE Il)



Systemic irsogladine maleate — H&N cancer — CT — prevention
e Guideline: No guideline possible

Misoprostol — Hematologic and solid cancer — CT — prevention
e Guideline: No guideline possible (LoE Il1)

Misoprostol — H&N cancer — RT — prevention
e Guideline: No guideline possible (LoE Il1)

Misoprostol — H&N cancer — RT-CT — prevention
e Guideline: No guideline possible (LoE Il1)

Rebamipide — H&N cancer — RT-CT — prevention
e Guideline: No guideline possible
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Professional Oral Care

e Guideline category: No Guideline Possible/Expert panel consensus in favor (LoE Ill).

e Guideline statement: No guideline was possible regarding the use of professional oral
care for the prevention of OM for patients with hematologic, solid or H&N cancers due
to limited and inconsistent data.

An expert opinion complements this guideline. Although there was insufficient
evidence to support the use of professional oral care for OM prevention, the panel is of
the opinion that dental evaluation and treatment as indicated prior to cancer therapy
is desirable to reduce the patient’s risk for local and systemic infections from
odontogenic sources.

Multi-agent combination oral care protocols
e Guideline category: Suggestion (LoE IlI).
e Guideline statement:



The panel suggests that implementation of multi-agent combination oral care
protocols is beneficial for the prevention of OM during CT. (LoE Ill)

The panel suggests that implementation of multi-agent combination oral care
protocols is beneficial for the prevention of OM during H&N RT. (LoE Ill)

The panel suggests that implementation of multi-agent combination oral care
protocols is beneficial for the prevention of OM during HSCT. (LoE Ill)

Patient education

Guideline category: No Guideline Possible/Expert panel consensus in favor (LoE Ill).
Guideline statement: No guideline was possible regarding the use of patient education
for the prevention of OM in hematologic cancer patients during HSCT or CT due to
limited and inconsistent data.

An expert opinion complements this guideline. The panel is of the opinion that
educating patients about the benefits of BOC strategies is still appropriate as this may
improve patient’s self-management and adherence to the recommended oral care
protocol during cancer treatment.

Bland mouth rinses

Guideline category: No Guideline Possible/Expert panel consensus in favor (LoE Ill).
Guideline statement: No guideline was possible regarding the use of saline or sodium
bicarbonate rinses in the prevention or treatment of OM in patients undergoing
cancer therapy due to limited data for each intervention.

An expert opinion complements this guideline. Despite the limited data available for
both saline and sodium bicarbonate, the panel recognizes that these rinses are inert
bland rinses that increase oral clearance which may be helpful for maintaining oral
hygiene and improving patient comfort.

Chlorhexidine — H&N cancer — RT — prevention

Guideline category: Suggestion against (LoE lll).
Guideline statement: The panel suggests that CHX not be used in the prevention of
OM in patients undergoing H&N RT.

Chlorhexidine — other cancer patient population — prevention

Guideline category: No Guideline Possible (LoE Il1).

Chlorhexidine — other cancer patient population — treatment

Guideline category: No Guideline Possible (LoE Ill).
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Cryotherapy — hematological cancer — HSCT — prevention

* Guideline category: Recommendation (LoE Il)

* Guideline statement: The panel recommends using oral cryotherapy to prevent oral
mucositis in patients undergoing autologous HSCT when the conditioning includes
high-dose melphalan.

Cryotherapy — solid tumors — CT with bolus 5-FU — prevention

* Guideline category: Recommendation (LoE Il)

* Guideline statement: The panel recommends that patients receiving bolus 5-FU
chemotherapy undergo 30 min of oral cryotherapy to prevent oral mucositis.

Cryotherapy — solid tumors — CT with short-term infusion and short half-life agents —
prevention

* Guideline category: No guideline possible (LoE Ill)

Cryotherapy — H&N cancer — RT — prevention
* Guideline category: No guideline possible (LoE Ill)
Cryotherapy — solid cancer — CT — treatment

* Guideline category: No guideline possible (LoE Ill)

Cryotherapy — solid cancer — AT with 5-FU (continuous) — prevention

* Guideline category: No guideline possible (LoE IIl)
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KGF (IV) — Hematologic cancer — HSCT — prevention
* Guideline: Recommendation (LoE I)
* Guideline statement: The use of KGF-1 intravenously is recommended for prevention
of OM in patients with hematological cancer undergoing autologous HSCT with a
conditioning regimen that includes high dose chemotherapy and TBI.
KGF (IV) — Hematologic cancer — CT — prevention
* Guideline: No guideline possible

KGF (IV) — H&N cancers — RT-CT — prevention
* Guideline: No guideline possible

KGF (IV) — Solid cancers — CT — prevention
* Guideline: No guideline possible

GM-CSF (topical) — Solid/hematological cancer — HSCT — prevention
* Guideline: Suggestion against topical use in HSCT (LoE 1)
* G@Guideline statement: The evidence suggests that topical GM-CSF should not be used
for the prevention of OM in patients undergoing HSCT.
GM-CSF (SC) — H&N cancers — RT or RT-CT — prevention
* Guideline: No guideline possible
GM-CSF (SC) — H&N cancers — RT — treatment
GM-CSF (SC) — H&N cancers — CT — prevention
GM-CSF (SC) — H&N cancers — CT — treatment
GM-CSF (SC) — Hematological cancers — HSCT — prevention
GM-CSF (topical) — H&N cancers — RT — prevention
GM-CSF (topical) — H&N cancers — CT or RT-CT — prevention
GM-CSF (topical) — Hematological cancers — HSCT — treatment
GM-CSF (topical) — Breast cancer — CT — prevention
GM-CSF (topical) — Solid cancer — CT — treatment
* Guideline: No guideline possible

G-CSF subcutaneous (SC) — H&N cancers — CT — prevention
* Guideline: No guideline possible
G-CSF SC — Solid cancers — CT — prevention
* Guideline: No guideline possible
G-CSF (topical or systemic) — Hematological cancers — CT — prevention
* Guideline: No guideline possible
G-CSF (topical) — Solid cancers — CT — treatment
* Guideline: No guideline possible

rhEGF (topical) — Hematological cancers — HSCT — prevention
* Guideline: No guideline possible

rhEGF (topical) — H&N cancers — RT-CT — prevention
* Guideline: No guideline possible



rhEGF (topical) — Solid cancer — CT — prevention
* Guideline: No guideline possible

EPO (topical) — Hematological cancers — HSCT — prevention
* Guideline: No guideline possible
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Glutamine (parenteral) — HSCT — prevention

e Guideline: Recommendation against (LoE I)

e Guideline statement: Taking into account the lack of effectiveness in most studies as
well as the potential risk, the panel recommends against the use of glutamine
(parenteral) for the prevention of OM in patients undergoing HSCT.

Glutamine (PO) — H&N cancer, RT-CT — prevention

e Guideline: Suggestion (LoE Il)

e Guideline statement: The panel suggests glutamine (per os) for the prevention of OM
in patients with H&N cancer receiving RT-CT. The suggestion is with caution due to the
higher mortality rate seen in HSCT patients treated with parenteral glutamine.

Glutamine (PO) — HSCT—prevention
e Guideline: No guideline possible (LoE Il1)
Glutamine (topical) — H&N cancer, RT—prevention

e Guideline: No guideline possible (LoE Il1)

Glutamine (parenteral) — Hematologic malignancies, CT — prevention

e Guideline: No guideline possible (LoE Ill)

Glutamine (PO) — Solid cancers, CT— prevention



e Guideline: No guideline possible (LoE Il)

Zinc (systemic) — H&N cancer — RT/RT-CT — prevention
e Guideline: No guideline possible (LoE 1)
Zinc (systemic) — HSCT — prevention
e Guideline: No guideline possible (LoE 1)
Zinc (systemic) — Hematologic and solid cancers — CT —prevention
e Guideline: No guideline possible (LoE Il1)
Zinc (topical) — Hematologic patients — CT — prevention
e Guideline: No guideline possible (LoE Il1)

Supersaturated calcium phosphate rinse — HSCT — prevention
e Guideline: No guideline possible (LoE Il1)

Supersaturated calcium phosphate rinse —HSCT or CT — treatment
e Guideline: No guideline possible (LoE Il1)

Supersaturated calcium phosphate rinse — RT-CT — prevention
e Guideline: No guideline possible (LoE IlI)

Elemental diet (PO) — HSCT — prevention
e Guideline: No guideline possible (LoE IV)

Elemental diet (PO) — Solid cancers — CT — prevention
e Guideline: No guideline possible (LoE Il1)

Elemental diet (PO, swish and swallow) — H&N cancer — RT/RT-CT — prevention
e Guideline: No guideline possible (LoE IV)

Vitamin E (PO, swish and swallow) — Hematologic patients — CT — treatment
e Guideline: No guideline possible (LoE Il1)
Vitamin E (topical) — Solid cancer — CT — treatment
e Guideline: No guideline possible (LoE Il1)
Vitamin E (topical) — Solid cancers — CT — prevention
e Guideline: No guideline possible (LoE Il1)
Vitamin E (swish and swallow) — H&N cancer — RT — prevention
e Guideline: No guideline possible (LoE I1)

Selenium (PO) — HSCT — prevention
e Guideline: No guideline possible (LoE Il1)

Folinic acid (PO/topical) — HSCT — prevention
e Guideline: No guideline possible (LoE IV)

Calcitriol (PO) — HSCT — prevention
e Guideline: No guideline possible (LoE Il1)
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Chewing gum — hematologic/solid cancer (pediatric) — CT — prevention
e Guideline: Suggestion against (LoE Ill)
e Guideline statement: Chewing gum is not suggested for the prevention of OM in
pediatric patients with hematological or solid cancer treated with CT.

Honey (combined topical-systemic) — H&N — RT or RT-CT — prevention

e Guideline: Suggestion (LoE Ill)

e Guideline statement: Honey (combined topical application and systemic
administration) is suggested for the prevention of OM in H&N cancer patients treated
with either RT or RT-CT.

Honey (topical) — H&N - RT or RT-CT — prevention
e Guideline: No guideline possible (LoE I1)
Honey (topical) — hematologic cancer — CT — treatment

e Guideline: No guideline possible (LoE Il1)

Honey (topical) — hematologic or solid cancer — CT — prevention

e Guideline: No guideline possible (LoE Il1)

Propolis (topical) — hematologic or solid cancer — CT — treatment
Propolis (topical and systemic) — H&N cancer — RT — prevention
Propolis (topical) — H&N cancer — CT — treatment

e Guideline: No guideline possible (LoE Il1)
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Traumeel (topical and systemic) — hematologic cancer (pediatric) — HSCT — prevention
e Guideline: No guideline possible (LoE Il)

Traumeel (topical and systemic) — H&N cancer — RT or RT-CT — prevention
e Guideline: No guideline possible (LoE Il1)

Artificial moistening — Hematologic cancer — HSCT — prevention
Artificial humidification — H&N cancer — RT or RT-CT — prevention
e Guideline: No guideline possible (LoE IlI)

N-acetyl cysteine (NAC) — hematologic cancer — HSCT — prevention
e Guideline: No guideline possible (LoE I1)

Curcumin (topical) — H&N cancer — RT — treatment
e Guideline: No guideline possible (LoE Il1)

Hangeshashinto (topical) — solid cancer — CT — prevention
e Guideline: No guideline possible (LoE I1)

Chamomile (topical) — solid cancer — CT — prevention
e Guideline: No guideline possible (LoE IlI)

Chamomile (topical) — hematologic cancer — HSCT — prevention
e Guideline: No guideline possible (LoE Il1)

Probiotics based on Lactobacillus brevis cd2 lozenges (topical & systemic) — H&N cancers — RT-
CT — prevention

e Guideline: No guidelines possible (LoE Il)
Probiotics based on Ag013 bacteria (topical) — H&N cancer — CT — prevention

e Guideline: No guidelines possible (LoE IIl)

Phenylbutyrate gel formulation mouthwash (topical) - H&N cancers — RT/RT-CT — treatment
e Guideline: No guidelines possible (LoE IIl)

Phenytoin (topical) - H&N cancer -RT/RT-CT — prevention
e Guideline: No guidelines possible (LoE IIl)

Oral beta-glucan (systemic) — Solid cancer - CT — prevention
e Guideline: No guidelines possible (LoE IV)

Platelet gel supernatent (topical) — H&N cancer - RT/RT-CT — prevention
e Guideline: No guidelines possible (LoE IIl)

Ankaferd hemostat (topical & systemic) — Hematolgic cancer — CT — treatment
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e Guideline: No guidelines possible (LoE 1V)
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Prevention of oral mucositis in hematopoietic stem cell transplantation
e Guideline category: Recommendation (LoE 1)
¢ Guideline statement: The panel recommends the use of intra-oral PBM therapy using

low-level laser therapy for the prevention of OM in adult patients receiving HSCT
conditioned with high-dose CT, with or without total body irradiation using one of the
selected protocols; following the specific PTPs of the selected protocol is
recommended for optimal therapy.

Cancer Power densit Energy
Wavelength . . Y| Time per density Spot size Number of .
treatment (irradiance; . Duration
modalit (nm) mW/cm?) spot (sec) | (fluence; (cm?) sites
Y J/cm?)
632.8 31.25 40 1.0 0.8 18 From day after cessation
of conditioning for 5 days
HSCT
From 1st day of
650 1000 * 2 2.0 0.04 54-70 conditioning till day + 2

post-HSCT(for 7-13 days)

Prevention of oral mucositis in head and neck cancer patients treated with radiotherapy

e Guideline category: Recommendation (LoE Il)

e Guideline statement: The panel recommends the use of intra-oral PBM therapy using
low-level laser therapy for prevention of OM in adult patients receiving RT to the H&N
(without CT); the specific PTPs of the selected protocol should be followed for optimal
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therapy. Safety considerations unique to patients with oral cancer should be

considered.
. Energy
Cancer Wavelength P_owe-r density Time per density Spot size Number of .
treatment (irradiance; . Duration
modalit (nm) mW/cm?) spot (sec) | (fluence; (cm?) sites
i J/cm?)
RT 632.8 24 125 3.0 1 12 Entire RT course

Prevention of oral mucositis in head and neck cancer patients treated with radiotherapy and
chemotherapy
e Guideline category: Recommendation (LoE 1)
e Guideline: The panel recommends the use of intra-oral PBM therapy using low-level
laser therapy for the prevention of OM in adult patients receiving RT and CT for H&N
cancer; the specific PTPs of the selected protocol should be followed for optimal
therapy. Safety considerations unique to patients with oral cancer should be

considered.
. Energy
Cancer Wavelength P.owe.r density Time per density Spot size Number of .
treatment (irradiance; . Duration
modalit (nm) mW/cm?) spot (sec) | (fluence; (cm2) sites
y J/cm?)
660 417 * 10 4.2 0.24 72 Entire RT course
RT-CT
660 625 * 10 6.2 0.04 69 Entire RT course

Prevention of oral mucositis in cancer patients treated with chemotherapy
e Guideline: No guideline possible

Safety Analysis
In all analyzed RCTs, no short- or long-term adverse events with PBM treatments were
reported, despite significant variations in the PTPs. However, in one cohort study, 15%
of patients experienced an immediate (non-painful) burning sensation after intra-oral
635-nm diode laser treatment.
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Hyperbaric oxygen therapy
e Guideline category: Suggestion (LoE 1)
e Guideline statement: Suggestion for treatment of radiotherapy-induced proctitis

Probiotics

e Guideline: Suggestion (LoE Ill)

e Guideline statement: The panel suggest that probiotics containing Lactobacillus spp.,
may be beneficial for prevention of chemoradiotherapy and radiotherapy induced
diarrhea in patients with pelvic malignancy.

Probiotics
e Guideline: No Guideline Possible for prevention of diarrhea due to chemotherapy alone.

Ciprofloxacine and metronidazole
e Guideline: No Guideline Possible

Famotidine (oral)
e Guideline: No Guideline Possible

Fat-modified diet
e Guideline: No Guideline Possible

Fiber (with combinations of prebiotics, nutritional supplements, and probiotics)
e Guideline: No Guideline Possible

Formalin (rectal)
e Guideline: No Guideline Possible

Glutamine (oral)
e Guideline: No Guideline Possible
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Octreotide (intramuscular)
e Guideline: No Guideline Possible

Palifermin
e Guideline: No Guideline Possible

Sodium butyrate (enema)
e Guideline: No Guideline Possible

Steroid (beclomethasone)
e Guideline: No Guideline Possible

Sucralfate (oral)
e Guideline: No Guideline Possible
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Oral mucositis guidelines that were rolled over from the 2013 Guidelines update

Patient-controlled analgesia with morphine — HSCT — treatment
e Guideline: Recommendation (LoE Il)
e Guideline statement: The panel recommends that patient-controlled analgesia with
morphine be used to treat pain due to oral mucositis in patients undergoing HSCT.

PTA (polymyxin, tobramycin, and amphotericin B) (as a lozenge or a paste) — H&N cancer — RT -
prevention
e Guideline: Recommendation against (LoE Ill)
e Guideline statement: The panel recommends that PTA antimicrobial lozenges and
paste not be used to prevent OM in patients receiving RT for H&N cancer.

BCoG (bacitracin, clotrimazole, and gentamicin) (as a lozenge) - H&N cancer — RT — prevention
¢ Guideline: Recommendation against (LoE Il1)
e Guideline statement: The panel recommends that BCoG antimicrobial lozenges not be
used to prevent OM in patients receiving RT for H&N cancer.

Iseganan (mouthwash) — HSCT — prevention
e Guideline: Recommendation against (LoE 1)
e Guideline statement: The panel recommends that iseganan antimicrobial mouthwash
not be used to prevent OM in patients receiving high-dose chemotherapy, with or
without total body irradiation, for HSCT.

Iseganan (mouthwash) — H&N cancer — RT or RT-CT — prevention
e Guideline: Recommendation against (LoE Il)
e Guideline statement: The panel recommends that iseganan antimicrobial mouthwash
not be used to prevent OM in patients receiving RT or RT-CT for H&N cancer.

Pentoxifylline (systemic, PO) — HSCT — prevention
e Guideline: Suggestion against (LoE Ill)
e Guideline statement: The panel suggests that systemic pentoxifylline, administered
orally, not be used to prevent OM in patients undergoing bone marrow
transplantation.

Pilocarpine (systemic, PO) — H&N cancer — RT — prevention
e Guideline: Suggestion against (LoE Ill)
e Guideline statement: The panel suggests that systemic pilocarpine, administered
orally, not be used to prevent OM in patients receiving RT for H&N cancer.
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Pilocarpine (systemic, PO) — HSCT — prevention
e Guideline: Suggestion against (LoE 1)
e Guideline statement: The panel suggests that systemic pilocarpine, administered
orally, not be used to prevent OM in patients receiving high-dose CT, with or without
total body irradiation, for HSCT.

Gl mucositis guidelines that were rolled over from the 2013 Guidelines update

Amifostine (systemic, IV) — prevention
e Guideline: Recommendation (LoE Il)
e Guideline statement: The panel recommends that intravenous amifostine be used, at
a dose of 2340 mg/m2, to prevent radiation proctitis in patients receiving RT.

Amifostine (systemic, IV) — prevention
e Guideline: Suggestion (LoE Ill)
e Guideline statement: The panel suggests that intravenous amifostine be used to
prevent esophagitis induced by RT-CT in patients with non-small cell lung carcinoma.

Octreotide (systemic, SC) — treatment
e Guideline: Recommendation (LoE Il)
e Guideline statement: The panel recommends that octreotide, at a dose of 2100 pg
subcutaneously twice daily, be used to treat diarrhea induced by standard- or high
dose CT associated with HSCT, if loperamide is ineffective.

Sucralfate (systemic, enema) — treatment
e Guideline: Suggestion (LoE Ill)
e Guideline statement: The panel suggests that sucralfate enemas be used to treat
chronic radiation-induced proctitis in patients with rectal bleeding.

Sucralfate (systemic, PO) — treatment
e Guideline: Recommendation against (LoE I)
e Guideline statement: The panel recommends that systemic sucralfate, administered
orally, not be used to treat gastrointestinal mucositis in patients receiving RT for a
solid tumor.

Sulfasalazinie (systemic, PO) — prevention
e Guideline: Suggestion (LoE I1)
e Guideline statement: The panel suggests that systemic sulfasalazine, at a dose of 500
mg administered orally twice a day, be used to prevent radiation-induced enteropathy
in patients receiving RT to the pelvis.
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ASA (5-acetyl salicylic acid), mesalazine, olsalazine (systemic, PO) — prevention
e Guideline: Recommendation against (LoE I)
e Guideline statement: The panel recommends that ASA, and the related compounds
mesalazine and olsalazine, administered orally, not be used to prevent acute
radiation-induced diarrhea in patients receiving RT for a pelvic malignancy.

Misoprostol (systemic) — prevention
e Guideline: Recommendation against (LoE 1)
e Guideline statement: The panel recommends that misoprostol suppositories not be
used to prevent acute radiation-induced proctitis in patients receiving RT for prostate
cancer.

Abbreviations
BOC — Basic oral care
CHX — Chlorhexidine
CT — Chemotherapy
EPO — Erythropoietin
H&N — Head & neck
HSCT — Hematopoietic stem cell transplantation
G-CSF — Granulocyte colony stimulating factor
GM-CSF — Granulocyte—macrophage colony stimulating factor
KGF — Keratinocyte growth factor
LoE — Level of evidence
OM — Oral mucositis
PBM — Photobiomodulation
PO — Per os
PTPs - PBM therapy parameters
rhEGF — Recombinant human epidermal growth factor
RT — Radiotherapy
RT-CT — Radiochemotherapy
SC — Subcutaneous
IV — Intravenous
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