


In this guideline, we identified three interventions
that may be appropriate for mucositis prevention in
children. Figure 3 illustrates an algorithm for strategy
implementation consideration. All three specific inter-
ventions (cryotherapy, LLLT and KGF) evaluated in
this clinical practice guideline were associated with a
weak recommendation for use. Since all systematic
reviews compared the intervention against placebo or
no therapy, it may be helpful to compare the RRs to
gain insight into prioritisation. The RR against
placebo or no therapy for LLLT, cryotherapy and KGF
were 0.37, 0.46 and 0.81, respectively. In evaluating
all three interventions, KGF is an intervention asso-
ciated with high costs and a potential for harm. In
contrast, cryotherapy is associated with very few costs
and little risk of harm. On balance, if all three inter-
ventions are available, and clinically relevant, cryo-
therapy or LLLT should likely be prioritised for
implementation whereas KGF should be used care-
fully in individual patients after weighing risks and
benefits. There may also be important organisational

and cost barriers to the adoption of LLLT since it
requires specialised equipment and training for those
who will administer therapy.

Dissemination of this guideline will be an important
step in effective knowledge translation. We plan to
disseminate this guideline through peer-reviewed pub-
lication, presentation at conferences and through
paediatric oncology and dental organisations.

Research gaps

Research gaps are highlighted in box 1 and include
identification of chemotherapeutic agents appropriate
for cryotherapy. Important research gaps related to
LLLT include better mechanistic information on how
the modality could be effective, determination of ideal
treatment parameters and comprehensive long-term
adverse-effect evaluation, since enhanced bone growth
has been reported in preclinical studies.*’ °° For KGF,
research is needed to identify the optimal KGF dose
and its short-term and long-term toxicities in paediat-
ric patients. Data related to compliance and cost-

Suggested implementation approach for the prevention of oral mucositis guideline recommendations (HSCT,
haematopoietic stem cell transplantation; KGF, keratinocyte growth factor, LLLT, low level light therapy).
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Key Research Gaps
The epidemiology of mucositis is poorly understood
in children. Consensus-based approaches should be
used to define what cumulative incidence of mucosi-
tis constitutes ‘high risk’. Observational studies are
required to describe the proportion of children receiv-
ing specific chemotherapeutic agents and regimens
expected to experience any mucositis and severe
mucositis
Development of risk stratification schemas for paedi-
atric mucositis
Identification of paediatric anticancer treatment pro-
tocols appropriate for cryotherapy
Determination of mechanistic information on mode
of action, ideal treatment parameters and compre-
hensive long-term adverse-effect evaluation for low
level light therapy
Identification of the optimal paediatric dose of kerati-
nocyte growth factor, and its short and long-term
toxicities in paediatric patients with cancer
Cost-effectiveness analysis of different approaches to
mucositis prevention
Evaluation of the feasibility of each of the recom-
mended interventions to prevent mucositis in clinical
practice
Identification of new effective prophylactic strategies
to prevent mucositis in paediatric patients, particu-
larly for infants and very young children
Identification of ineffective interventions to prevent
mucositis in children

effectiveness are needed for these strategies. More
paediatric evidence is required to evaluate existing
and new interventions to prevent or reduce the sever-
ity of mucositis particularly since some children at risk
for mucositis, especially infants and very young chil-
dren, will not be eligible for any of the interventions
identified in this guideline.

Another important gap is the identification of inef-
fective interventions to prevent mucositis in children.
In randomised trials, equivalence trials require larger
sample sizes than superiority trials because the
minimal clinically important difference (in superiority
trials) is larger than the margin of clinical equivalence.
In synthesising trial results, it is unclear how much
information is required before concluding equivalence
in efficacy outcomes. Similarly, it is unclear how much
information demonstrating lack of benefit is required
before panels can recommend against use of an agent
for interventions without meaningful harms or costs.
Finally, how panels should weigh indirect adult evi-
dence in making paediatric recommendations against
use of an intervention is another question. Among
these research gaps, research priorities that should be
addressed early include the identification of paediatric

anticancer treatment protocols appropriate for cryo-
therapy, feasibility of cryotherapy and LLLT in clinical
practice, and child preferences for these strategies.
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APPENDIX 10: RANDOMIZED CONTROLLED TRIALS OF KERATINOCYTE GROWTH FACTOR FOR THE PREVENTION OF ORAL
MUCOSITIS IN ADULT AND PEDIATRIC PATIENTS RECEIVING TREATMENT FOR CANCER OR UNDERGOING HEMATOPOIETIC STEM
CELL TRANSPLANTATION — OUTCOMES

OUTCOMES
; Number Number
First Author COMPARISONS | Received | Received . . e Description of Main Pain -
(Year) Intervention | Intervention Description of Main Mucositis Findings Findings Description of Adverse Events
Group 1 Group 2
No significant difference in maximum :
Blijilevens KGF (pre-post) 294 57 | ai‘z\éeori;yngfrggzl nwggsétl'tsh gf“’rvg_‘fnost Anrgta slijg?r?iﬁl’:grl:trl\)//edfi?f;rl\gts igizgisggri?ﬁﬁeﬁ}/gnnbssIi?&';j?mv%ittr?
(2013) [1] versus placebo HpSCT (OR 0.7 95&3 Cl04to 1?3) orppre- between placebo and pre- | placebo. 1 fatal adverse event with
HSCT (OR 1.2, 95% Cl 0.6 to 2.4) /post HSCT or pre-HSCT KGF vs 0 with placebo
Study drug-related adverse events
0, 0,
Jagasia KGF (pre-post) Incidence of grade 3-4 oral mucositis r2<3(;Iggzh/{oo)s??ocr?wtr)\?oﬁy?)rle;()i?tsé
(2012) [2] versus placebo ” 8 0 (73% placebo vs Not reported treatment-related adverse events:
81% KGF) similar between groups skin/subcutaneous such as rash,
pruritus and erythema
Adverse events similar between
KGE versus Incidence of severe oral mucositis Average MTS scores in arms (98% KGF, 93%, placebo).
Le (2011) [3] laceb 94 94 significantly lower for KGF than placebo KGF vs. placebo arms Most common study drug-related
placebo (54% vs 69%; P=0.041) (mean 1.7 vs 1.9) (NS) | adverse events rash, flushing and
dysgeusia
Adverse events with difference in
incidence of at least 5% between
KGF and placebo arms: dysphagia
(35% and 21%), dehydration (6%
and 14%), leukopenia (13% and
Incidence of severe oral mucositis : : 21%), insomnia (5% and 13%),
Hz%nke KGlF vegsus 92 94 significantly lower for KGF than placebo NOb(éltffv\?el’gﬂcercl)Tj NQ—S fatigue (8% and 15%), diarrhea
(2011) [4] placebo (51% vs 67%; P=0.027) group (12% and 5%), mucosal
inflammation (4% and 11%),
asthenia (14% and 8%), headache
(10% and 4%), abdominal pain
(8% and 2%), and back pain (6%
and 1%)
KGF reduced cumulative incidence of Mouth pain scores Main adverse effects thickening of
Vadhan Raj KGF versus 32 16 grade 2 or higher WHO mucositis (44% i nificanF;I lower with oral mucosa (72% KGF vs 31%
(2010) [5] placebo vs 88%; P<0.001) and grade 3 or 4 K(QBF (Lvs % P=0.002) placebo; P=0.007) and altered
mucositis (13% vs 51%; P=0.002) T taste
Median duration grade 2 or higher o .
Brizel KGF versus 67 32 mucositis non-significantly shorter for Not reported l—geg'rslgcg\jlgﬁgse'sie:qulicljasret;/eet\rllvtgeorf
(2008) [6] placebo KGF than placggg %%vs 8.1 weeks; treatment groups
T Oral-related adverse events more
Rosen KGF versus ingggrqgeﬂgsftv?lrlheomgggreagyo?rl\(i:g;%er Cycle 1, MTS scores frequent in KGF vs placebo.
laceb 28 36 mucositis lower with KGE than with significantly lower with During cycle 1, 50% KGF patients
(2006) [7] placebo KGF (P=0.005) oral-related adverse event vs 33%

placebo (29% vs 61%; P=0.016)

placebo (P=0.13)




First Author
(Year)

COMPARISONS

OUTCOMES

Number
Received
Intervention
Group 1

Number
Received
Intervention
Group 2

Description of Main Mucositis Findings

Description of Main Pain
Findings

Description of Adverse Events

Blazar
(2006) [8]

KGF versus
placebo

69

31

Difference in mean severity of oral
mucositis significantly lower with KGF
than with placebo (2.8 vs 2.3; P=0.01)

Not reported

Most adverse events similar
frequencies in two groups. Skin
reactions significantly more
common with KGF (94% vs 68%;
P<0.01)

Freytes
(2004) [9]

KGF versus
placebo

28

14

Grade 2 to 4 mucositis 100% for placebo,
64% for 25 mcg/kg (P=0.041 vs placebo),
and 50% for 50 mcg/kg (P=0.006 vs
placebo). Worst OMAS scores 14.0,
14.1, and 9.6 respectively for placebo, 25
mcg/kg and 50 mcg/kg groups (NS)

Mean worst pain on
swallowing score 4.6, 4.8,
and 2.1 for the placebo, 25

mcg/kg, and 50 mcg/kg
groups, respectively.

Difference between 50
mcg/kg and placebo
significant (P=0.044)

Adverse events similar for KGF
and placebo groups

Spielberger
(2004)
[10](companion
paper: [11])

KGF versus
placebo

106

106

Incidence of WHO grade 3 or 4 mucositis
63% with KGF and 98% with placebo
(P<0.001). Median duration of mucositis
3 days (range 0 to 22) with KGF vs 9
days (range 0 to 27) with placebo
(P<0.001)

KGF associated with
significant reduction in
MTS (P<0.001)

Adverse events more often with
KGF: skin and oral epithelium
effects such as rash, pruritus,

erythema, paresthesia, mouth and
tongue disorders, and taste
alteration

Meropol
(2003) [12]

KGF versus
placebo

54

27

Frequency grade 2 to 4 mucositis 43%
with KGF compared with 67%
with placebo (P=0.06)

Area under the curve for
mouth soreness:
Placebo (mean 35.9; SE
7.6) vs. KGF (mean 30.3;
SE 4.8)

Skin and oral events occurred in
13 of 18 patients treated with 60
and 80 mcg/kg of KGF and three
of 11 patients treated with 40
mcg/kg

Abbreviations: KGF — keratinocyte growth factor; HSCT — hematopoietic stem cell transplantation; OR — odds ratio; Cl — confidence interval; MTS — Mouth and Throat Soreness;

WHO — World Health Organization; OMAS — Oral Mucositis Assessment Scale; NS — not significant
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APPENDIX 11: RANDOMIZED CONTROLLED TRIALS OF ANY INTERVENTION FOR THE PREVENTION OF ORAL MUCOSITIS IN
PEDIATRIC PATIENTS RECEIVING TREATMENT FOR CANCER OR UNDERGOING HEMATOPOIETIC STEM CELL TRANSPLANTATION

— STUDY CHARACTERISTICS

STUDY CHARACTERISTICS AND PARTICIPANTS

Enrollment Population
Year Country of | Pharma Total N Specific Type Treatment ((;hgmo . .
. . . ) Age Transplan| alone, Radiation Treatment Regimen in
First Author (Year) Patient |Sponsorshi| Randomize Cancer (Cancer, .
Range - . t Type alone, Both, Not Related to Intervention
Start | End | Enroliment | p Declared d Diagnosis HSCT, el
specified)
Both)
(Pzaggz) [1] 1994 | 1996 France No 149 NR NHL Cancer NA Chemo COPADM
Michel . . R3 and COPADM for
(2000) [2] 1993 | 1998 France No 67 NR High risk ALL Cancer NA Chemo 6 cycles total
'(-;g‘ég?%her 1998 | 2003 | Germany No 317 0to 18 AML Cancer NA Chemo Induction AML
Ladenstein 16 High risk
(2010) [4] 2002 | 2005 | European Yes 239 1to 17 | neuroblastom Cancer NA Chemo Rapid COJEC
countries a

Cesaro 1.1to . .
(2013) [5] 2007 | 2011 Italy No 61 16.8 Various HSCT Auto Both Various
Fox 2000 | 2005 us Yes 34 38to Sarcoma Cancer NA Both VDC and IE
(2009) [6] 25.8
\(/llge;gm NR NR us No 37 lto24 Sarcoma Cancer NA Both NCI protocol 86C 169
Uderzo 0.4 to Hem Timing based on HSCT,
(2011) [8] 2005 | 2008 Italy No 120 18.6 malignancy HSCT Allo Both not conditioning
Aquino . .
(2005) [9] 1998 | 2002 us No 130 NR Various HSCT Auto, allo Both Various
Ward . .
(2009) [10] 1999 | 2005 UK Yes 76 1to 22 Various Cancer NA Chemo Various
Sencer . Auto, allo - Timing based on HSCT,
(2012) [11] 2004 | 2006 | US, Israel No 195 3t025 Various HSCT Not specified not conditioning
Oberbaum Auto, allo
(2001) [.12] ) NR NR Israel No 32 3t025 Various HSCT Not specified Various
(companion paper:
[13])
Abramoff . Osteosarcom .
(2008) [14] 2003 | 2003 Brazil Yes 22 7 to 23 aand ALL Cancer NA Chemo Various
Cruz . . .
(2007) [15] 2003 | 2005 Brazil Yes 62 3to 18 Various Both Unclear Chemo Various
Raether 1.6to . .
(1989) [16] 1986 | 1987 us Yes 47 215 Various HSCT | Auto, allo Both Various
Cheng
(2004) [.17] 2000 | 2001 | Hong Kong No 40 61to 16 Various Cancer NA Chemo Various
(companion
papers:[18] [19])
Shenep 1983 | 1987 us Yes 48 NR AML Cancer NA Chemo Induction AML
(1988) [20]
Sung 6.4 to . .
(2007) [21] 2001 | 2004 Canada Yes 45 15.1 Various Cancer NA Chemo Doxorubicin




STUDY CHARACTERISTICS AND PARTICIPANTS

Enrollment Population
Year Country of | Pharma Total N Specific Type Treatment ((;hgmo . .
. . . ) Age Transplan| alone, Radiation Treatment Regimen in
First Author (Year) Patient |Sponsorshi| Randomize Cancer (Cancer, .
Range : . t Type alone, Both, Not Related to Intervention
Start End | Enroliment |p Declared d Diagnosis HSCT, specified)
Both) P

de Koning . .
(2007) [22] 2001 | 2004 |Netherlands Yes 30 1to14 Various Cancer NA Chemo Various
Gandemer 5.2to . .
(2007) [23] 1999 | 2002 France Yes 145 18.7 Various Both Auto, allo Chemo Various
Rojas de Morales ALL or
(2001) [24] 1998 | 1999 | Venezuela Yes 16 5t0 12 lymphoma Cancer NA Chemo Not stated

Abbreviations: NR - not reported; NA - not applicable; pharma — pharmaceutical company; N — number; HSCT - hematopoietic stem cell transplantation; chemo — chemotherapy;
NHL — non-Hodgkin's lymphoma; ALL - acute lymphoblastic leukemia; AML — acute myeloid leukemia; auto — autologous; allo — allogeneic; hem — hematological; COPADM -
cyclophosphamide, vincristine, prednisone, doxorubicin and methotrexate; R3 - high-dose cytarabine, etoposide and dexamethasone; COJEC - cisplatin, vincristine, carboplatin,
etoposide and cyclophosphamide; VDC - vincristine, doxorubicin and cyclophosphamide; IE — ifosphamide and etoposide; NCI — National Cancer Institute; US — United States;

UK — United Kingdom
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APPENDIX 13: RANDOMIZED CONTROLLED TRIALS OF ANY INTERVENTION FOR THE PREVENTION OF ORAL MUCOSITIS IN

PEDIATRIC PATIENTS RECEIVING TREATMENT FOR CANCER OR UNDERGOING HEMATOPOIETIC STEM CELL TRANSPLANTATION

— OUTCOMES
OUTCOMES
First Author Number Number
(Year) COMPARISONS | Received Received Description of Main Mucositis Findings Description of Main Pain Description of Adverse
Intervention | Intervention Pt in Mucositis Finding Findings Events
Group 1 Group 2
Patte Lenograstim versus Incidence grade 3 and 4 mucositis similar
(2002) [1] no lenograstim 75 73 between arms Not reported Not reported
. . GCSF reduced incidence mucositis (6% vs
Michel Lenoglrastlm Versus 34 33 19%; P=0.04) after R3 but not after COPADM Not reported Not reported
(2000) [2] no lenograstim (65% vs 75%; P=NS)
GCSF no impact on incidence grades 3 and 4
Lehrnbecher GCSF versus no 161 156 mucositis (26.6% with GCSF vs 23.6% Not reported Not reported
(2007) [3] GCSF without GCSF; P=0.59)

: . . Grade 2 to 4 mucositis significantly less with Tolerance to GCSF good,
Ladenstein Fllgragtlm Versus 110 114 GCSF (2%) compared with no GCSF (6%; Not reported only expected adverse
(2010 [4] no filgrastim P=0.002) effects reported

L . . Both pedfilgrastim
No significant difference in Grade 2 to 4 : :
Cesaro Pedfilgrastim 32 29 mucositis with GCSF (76%) vs pedfilgrastim Not reported andnglgirars“tflmav%/?gégfrrsa;ed,
(2013) [5] versus filgrastim (59%). No significant difference in severity or P g effects
duration between groups
o : : Pegfilgrastim and GCSF
- - Grade 2 to 4 mucositis occurred in 4 patients
Fox Pegfllglr astlm 17 17 with pegfilgrastim and 7 patients with GCSF, Not reported (\;\(/eellnttglgirr?]ticlegr, k?gt\\l/\(/eéseﬁ
(2009) [€] versus filgrastim respectively, during cycles 1 to 4 arms
No significant differences in mucositis grade
Wexler GMCSF versus no 19 18 in cycles 1-2 and 3-18 between GMCSF and Not reported Not reported
(1996) [7] GMCSF control groups
Uderzo Glutamine enriched Mucositis in the first 3 to 4 weeks from HSCT
20 8 versus standard 60 58 in 94.8% and 96.7% in standard and Not reported Not reported
(2011) [8] nutrition glutamine enriched groups (P=0.68)
Mean mucositis score 3.0+0.3 vs 3.9+0.4 - -
Aquino Glutamine versus 57 63 (P=0.07) in glutamine and glycine groups. No Not reported Nod?;faet;ztrl]%aelli);]stlc?xri]g;tcant
(2005) [9] glycine difference in maximum mucositis score P between groups y
(P=0.7)
Ward Enteral glutamine 50 50 No significant difference in severe mucositis Not reported No adverse effects
2009) [10 Versus no P=0.942) or duration of severe mucositis p attributed to glutamine
( ) [10] glutamine
Mean Walsh area under curves similar in two L ; :
(2012) [11] placebo 69.8 (SE 8.2) with placebo. No difference in P rou
WHO scores. group
Oberbaum 33% with Traumeel S did not develop : High incidence of serious
(2001) [12] Traumeel S versus 15 15 mucositis vs 7% with placebo. Mean area h:dlgg;%ﬂgi)eellirsl \?gollilpin complications but no

(companion paper:
[13)

placebo

under curve mucositis scores 10.4 with
Traumeel S vs 24.3 with placebo (P<0.01).

placebo group

significant difference
between the groups




OUTCOMES

First Author Number Number
(Year) COMPARISONS | Received Received Description of Main Mucositis Findinas Description of Main Pain Description of Adverse
Intervention | Intervention P 9 Findings Events
Group 1 Group 2
Abramoff Low level light At the third evaluation, 73% prophylactic laser
>008) [14 therapy versus 11 11 group did not have mucositis vs 27% placebo Not reported Not reported
( ) [14] placebo (P=0.03)
Low level light
Cruz therapy versus no No significant difference in mucositis grade on
(2007) [15] low level light 29 31 day 8 (P=0.234) or day 15 (P=0.208) Not reported Not reported
therapy
. No significant difference in severity of oral
Raether Chlorhel><|d|nt:a 23 24 ulceration between chlorhexidine and placebo Not reported Not reported
(1989) [16] versus placebo groups (P=0.18)
Significant difference in
Cheng Benzydamine Ulcerative lesions in 27% (chlorhexidine) and mean area under the
(2004) [17] 40 40 59% (benzydamine) (P<0.05). 26% and 48% curve of mouth pain Not reported
(companion Versus using chlorhexidine and benzydamine had | (chlorhexidine 1.35+2.26 P
papers:[18] , [19]) chlorhexidine WHO grade 2 mucositis (P<0.05) vs benzydamine
3.09+3.21; P=0.05)
8 in placebo and 4 in
Objective observers noted more moderate 58% patients sucralfate sucralfate experienced
Shenep Sucrallfatet:/ersus 24 24 and severe oral ulceration in placebo vs reported no oral pain vs rashes (P=0.18). One
(1988) [20] placebo sucralfate groups (38% vs 12%; P=0.12) 25% placebo (P=0.06) placebo patient had
unexplained papilledema
No difference in objective mucositis scores | Vitamin E did not reduce N?ou?ceglpﬁtc;ﬁ]dmtoglcl\lltlgr\:v ith
Sung Topical vitamin E 29 23 with mean score 0.2 with vitamin E vs 0.3 with| pain VAS scores, mean chilgren complainéd stu%y
2007) [21 versus placebo placebo scores of 0.9 (on a scale . o
e " - of0-10) meach group | _souacr At o e
_ho-enri No significant difference
de Koning TfGdez enriched o5 o5 Grade 3 or 4 mucositis occurred in 40% with Not reported between the TGFb2 and
(2007) [22] ee pllr;?:evti;sus TGF-b2-treatment vs 32% with placebo p placebo arms for any of
toxicity parameters
; . Proportion of patients
Gandemer Chewing gr;]um_s 73 72 No overall reduction in severe oral mucositis Unﬁgfabosgstggsfzvelam experiencing adverse
(2007) [23] Versus gﬁn‘; ewing in gum (51%) vs control arms (44%; P=0.67) ovaluations events did not differ
between arms
Oral disease
Rojas de Morales | preventive protocol L . . s
(2001) [24] versus oral 5 7 No significant difference in mucositis (P>0.05) Not reported Not reported
physiotherapy

Abbreviations: GCSF — granulocyte colony stimulating factor; GMCSF — granulocyte-macrophage colony stimulating factor; NS — not significant; HSCT — hematopoietic stem cell

transplantation; SE — standard error; VAS — visual analogue scale
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APP

ENDIX 2: SEARCH STRATEGIES, SELECTION CRITERIA AND APPRAISAL

a) Randomized Controlled Trials of Cryotherapy

MED

i. Search Strategy: The following databases were searched and included articles indexed as of April 1,
2014: Ovid in MEDLINE, EMBASE, and EBM Reviews — Cochrane Central Register of Controlled
Trials.

ii. Selection Criteria and Appraisal: Two reviewers independently evaluated the titles and abstracts of
the publications identified by the search strategy. Any publication considered potentially relevant by
either reviewer was retrieved in full and assessed for eligibility. Inclusion of studies in this systematic
review was determined by agreement of both reviewers. We included fully-published papers that were
randomized controlled trials (RCTs) or quasi-RCTs of cryotherapy for the prevention of mucositis in
patients receiving treatment for cancer or undergoing hematopoietic stem cell transplantation (HSCT).
There was no restriction by language. Two reviewers compiled the evidence summary table.

LINE: The search strategy for OvidSP MEDLINE (1946 to April 1, 2014)

Set

History

1

mucositis/ or stomatitis/ or stomatitis, aphthous/ or stomatitis, herpetic/ or (stomatitis or (oral adj5 mucositis)
or (aphthous adj5 (stomatitides or ulcer*)) or (canker adj5 sore*) or aphthae or (simplex adj2 oral adj2
herpes) or ((herpet* adj5 gingivostomatitides) or gingivostomatitis) or (herpetic adj5 stomatitides)).ti,ab. or
Mouth Mucosa/ or ((oral or mouth) adj5 mucosa).ti,ab.

exp neoplasms/ or exp Antineoplastic Agents/ or organ transplantation/ or exp tissue transplantation/ or
transplantation, autologous/ or transplantation, heterologous/ or transplantation, heterotopic/ or exp
transplantation, homologous/ or (neoplasm* or neoplas* or cancer* or oncolog* or tumor* or tumour* or
transplant*).mp. or radiation dosage/ or dose-response relationship, radiation/ or Radiometry/ or
Radiotherapy Dosage/ or (((gray or sievert) adj2 unit*) or (radiation adj2 (dosage* or dose or dosing)) or "gy
radiation" or "radiation dose-response").mp. or chemoradiotherapy/ or chemoradiotherapy, adjuvant/ or
Radiotherapy, Adjuvant/ or rt.fs. or radiotherapy/ or ((adjuvant adj2 chemotherap*) or chemoradiotherap* or
radiochemotherap*).mp.

1land?2

cryotherapy/ or hypothermia, induced/ or cryosurgery/ or (((cryosurg* or cryogenic*) adj2 (treat* or therap¥*))
or cryothermy or cryotreat* or (cold adj2 therap*) or cryotherap* or (Oral adj2 cooling)).mp.

3and 4

EMB

ASE: The search strategy for OvidSP Embase Classic+Embase <1947 to 2014 Week 13>

Set

History

mucosa inflammation/ or stomatitis/ or aphthous stomatitis/ or aphthous ulcer/ or herpetic stomatitis/ or oral
mucositis/ or (stomatitis or (oral adj5 mucositis) or (aphthous adj5 (stomatitides or ulcer*)) or (canker adj5
sore*) or aphthae or (simplex adj2 oral adj2 herpes) or ((herpet* adj5 gingivostomatitides) or
gingivostomatitis) or (herpetic adj5 stomatitides)).ti,ab. or mouth mucosa/ or cheek mucosa/ or gingiva/

exp neoplasm/ or exp antineoplastic agent/ or exp transplantation/ or exp radiotherapy/ or (neoplasm* or
neoplas* or cancer* or oncolog* or tumor* or tumour* or transplant*).mp. or radiation response/ or
radiotherapy/ or chemoradiotherapy/ or adjuvant chemoradiotherapy/ or radiation response/ or (((gray or
sievert) adj2 unit*) or (radiation adj2 (dosage* or dose or dosing)) or "gy radiation" or "radiation dose-
response").mp. or radiometry/ or radiation dose/ or rt.fs. or ((adjuvant adj2 chemotherap*) or
chemoradiotherap* or radiochemotherap*).mp.

land?2

cryotherapy/ or cryoablation/ or cryosurgery/ or cryosurgery device/ or cryoprobe/ or (((cryosurg* or
cryogenic*) adj2 (treat* or therap*)) or cryothermy or cryotreat* or (cold adj2 therap*) or cryotherap* or (Oral
adj2 cooling)).mp.

3and 4




EBM Reviews — CCTR: The search strategy for OvidSP EBM Reviews - Cochrane Central Register of Controlled
Trials <January 2014>

Set

History

1

mucosa inflammation/ or mucositis/ or stomatitis/ or stomatitis, aphthous/ or stomatitis, herpetic/ or
stomatitis/ or aphthous stomatitis/ or aphthous ulcer/ or herpetic stomatitis/ or oral mucositis/ or Mouth
Mucosa/ or ((oral or mouth) adj5 mucosa).ti,ab. or (stomatitis or (oral adj5 mucaositis) or (aphthous adj5
(stomatitides or ulcer*)) or (canker adj5 sore*) or aphthae or (simplex adj2 oral adj2 herpes) or ((herpet* adj5
gingivostomatitides) or gingivostomatitis) or (herpetic adj5 stomatitides)).ti,ab. or mouth mucosa/ or cheek
mucosa/ or gingiva/

exp neoplasm/ or exp neoplasms/ or exp antineoplastic agent/ or exp Antineoplastic Agents/ or exp
transplantation/ or organ transplantation/ or exp tissue transplantation/ or transplantation, autologous/ or
transplantation, heterologous/ or transplantation, heterotopic/ or exp transplantation, homologous/ or exp
radiotherapy/ or (neoplasm* or neoplas* or cancer* or oncolog* or tumor* or tumour* or transplant*).mp. or
radiation response/ or radiation dosage/ or dose-response relationship, radiation/ or radiotherapy/ or
chemoradiotherapy/ or adjuvant chemoradiotherapy/ or radiation response/ or Radiometry/ or Radiotherapy
Dosage/ or (((gray or sievert) adj2 unit*) or (radiation adj2 (dosage* or dose or dosing)) or "gy radiation" or
"radiation dose-response").mp. or chemoradiotherapy/ or chemoradiotherapy, adjuvant/ or Radiotherapy,
Adjuvant/ or radiometry/ or radiation dose/ or rt.fs. or ((adjuvant adj2 chemotherap*) or chemoradiotherap* or
radiochemotherap*).mp.

land?2

cryotherapy/ or hypothermia, induced/ or cryoablation/ or cryosurgery/ or cryosurgery device/ or cryoprobe/
or (((cryosurg* or cryogenic*) adj2 (treat* or therap*)) or cryothermy or cryotreat* or (cold adj2 therap*) or
cryotherap* or (Oral adj2 cooling)).mp.

5

3and 4

(b) Randomized Controlled Trials of Low Level Light Therapy (LLLT): A systematic review of RCTs evaluating
LLLT to prevent mucositis in adults and children was recently published.[1]

i. Search Strategy: The following databases were searched and included articles indexed as of February
17, 2014: Ovid in MEDLINE, EMBASE, EBM Reviews — Cochrane Central Register of Controlled Trials,
Web of Science, SCOPUS and LILACS. The search strategies may be found in Oberoi et al.[1]

. Selection Criteria and Appraisal: Two reviewers independently evaluated the titles and abstracts of
publications identified by the search strategy. Any publication considered potentially relevant by either
reviewer was retrieved in full and assessed for eligibility. Inclusion of studies in this systematic review
was determined by agreement of both reviewers. Studies were included if the population consisted of
patients with cancer or undergoing HSCT and patients were randomly assigned to receive prophylactic
LLLT versus placebo, no therapy or usual care. Studies were excluded if: (1) allocation not randomly
assigned; (2) absence of a placebo or no treatment group; (3) randomized chemotherapy cycles or left
and right buccal mucosa within a patient rather than randomizing patients (as episodes would not be
independent); and (4) duplicate publication. Studies included in the meta-analysis were not restricted
by language or publication status.

(c) Randomized and Non-Randomized Trials of Keratinocyte Growth Factor (KGF)

Randomized Studies of KGF in Adult and Pediatric Populations:

i Search Strategy: The following databases were searched and included articles indexed as of April 1,
2014: Ovid in MEDLINE, EMBASE, and EBM Reviews — Cochrane Central Register of Controlled
Trials.

ii. Selection Criteria and Appraisal: Two reviewers independently evaluated the titles and abstracts of
the publications identified by the search strategy. Any publication considered potentially relevant by
either reviewer was retrieved in full and assessed for eligibility. Inclusion of studies in this systematic
review was determined by agreement of both reviewers. We included fully-published papers that were
RCTs or quasi-RCTs of KGF for the prevention of mucositis in patients receiving treatment for cancer
or undergoing HSCT. There was no restriction by language. Two reviewers compiled the evidence
summary table.

Non-Randomized Studies of KGF Conducted in Pediatric Populations:




i. Search Strategy: The same search strategy to identify RCTs of KGF was used since a filter for trial
design was not added.

i. Selection Criteria and Appraisal: Two reviewers independently evaluated the titles and abstracts of
the publications identified by the search strategy. Any publication considered potentially relevant by
either reviewer was retrieved in full and assessed for eligibility. Inclusion of studies in this systematic
review was determined by agreement of both reviewers. We included fully-published papers of any
study design that evaluated KGF for the prevention of mucositis in pediatric patients (< 25 years of age)
receiving treatment for cancer or undergoing HSCT. There was no restriction by language.

MEDLINE: The search strategy for OvidSP MEDLINE (1946 to April 1, 2014)

Set | History

1 mucositis/ or stomatitis/ or stomatitis, aphthous/ or stomatitis, herpetic/ or (stomatitis or (oral adj5 mucositis)
or (aphthous adj5 (stomatitides or ulcer*)) or (canker adj5 sore*) or aphthae or (simplex adj2 oral adj2
herpes) or ((herpet* adj5 gingivostomatitides) or gingivostomatitis) or (herpetic adj5 stomatitides)).ti,ab. or
Mouth Mucosa/ or ((oral or mouth) adj5 mucosa).ti,ab.

2 exp neoplasms/ or exp Antineoplastic Agents/ or organ transplantation/ or exp tissue transplantation/ or
transplantation, autologous/ or transplantation, heterologous/ or transplantation, heterotopic/ or exp
transplantation, homologous/ or (neoplasm* or neoplas* or cancer* or oncolog* or tumor* or tumour* or
transplant*).mp. or radiation dosage/ or dose-response relationship, radiation/ or Radiometry/ or
Radiotherapy Dosage/ or (((gray or sievert) adj2 unit*) or (radiation adj2 (dosage* or dose or dosing)) or "gy
radiation" or "radiation dose-response").mp. or chemoradiotherapy/ or chemoradiotherapy, adjuvant/ or
Radiotherapy, Adjuvant/ or rt.fs. or radiotherapy/ or ((adjuvant adj2 chemotherap*) or chemoradiotherap* or
radiochemotherap*).mp.

3 (“fibroblast growth factor*" or fgfl or "hbgf-1" or "fgf-1").mp. or ("fgf 2" or "fgf-2" or fgf2 or prostatropin or
hbgf-2).mp. or ("FGF 7" or KGF or "7 fibroblast growth factor" or (keratinocyte adj2 growth) or palifermin or
kepivance or "cg 53135" or cg53135 or "recombinant FGF 20" or velafermin).mp. or fibroblast growth
factors/ or fibroblast growth factor 1/ or fibroblast growth factor 2/ or fibroblast growth factor 7/ or fibroblast
growth factor 10/ or ("recombinant fibroblast growth factor 10" or "KGF 2" or repifermin).mp. or ("FGF 10" or
FGF10).mp.

4 1land 2 and 3

EMBASE: The search strategy for OvidSP Embase Classic+tEmbase <1947 to 2014 Week 13>

Set | History

1 mucosa inflammation/ or stomatitis/ or aphthous stomatitis/ or aphthous ulcer/ or herpetic stomatitis/ or oral
mucositis/ or (stomatitis or (oral adj5 mucositis) or (aphthous adj5 (stomatitides or ulcer*)) or (canker adj5
sore*) or aphthae or (simplex adj2 oral adj2 herpes) or ((herpet* adj5 gingivostomatitides) or
gingivostomatitis) or (herpetic adj5 stomatitides)).ti,ab. or mouth mucosa/ or cheek mucosa/ or gingiva/

2 exp neoplasm/ or exp antineoplastic agent/ or exp transplantation/ or exp radiotherapy/ or (neoplasm* or
neoplas* or cancer* or oncolog* or tumor* or tumour* or transplant*).mp. or radiation response/ or
radiotherapy/ or chemoradiotherapy/ or adjuvant chemoradiotherapy/ or radiation response/ or (((gray or
sievert) adj2 unit*) or (radiation adj2 (dosage* or dose or dosing)) or "gy radiation" or "radiation dose-
response").mp. or radiometry/ or radiation dose/ or rt.fs. or ((adjuvant adj2 chemotherap*) or
chemoradiotherap* or radiochemotherap*).mp.

3 growth factor/ or fibroblast growth factor/ or fibroblast growth factor 1/ or fibroblast growth factor 10/ or
fibroblast growth factor 2/ or keratinocyte growth factor/ or repifermin/ or (“recombinant fibroblast growth
factor 10 " or KGF 2 or repifermin).mp. or velafermin/ or ("cg 53135" or cg53135 or "recombinant FGF 20" or
velafermin).mp. or palifermin/ or (palifermin or kepivance).mp. or ("FGF 7" or KGF or "7 fibroblast growth
factor” or (keratinocyte adj2 growth)).mp. or (“fibroblast growth factor*" or fgfl or "hbgf-1" or “fgf-1").mp. or
("fgf 2" or "fgf-2" or fgf2 or prostatropin or hbgf-2).mp. or repifermin/ or ("recombinant fibroblast growth factor
10 " or "KGF 2" or kgf2 or repifermin).mp. or ("FGF 10" or FGF10).mp.

4 land 2 and 3




EBM Reviews — CCTR: The search strategy for OvidSP EBM Reviews - Cochrane Central Register of Controlled
Trials <January 2014>

Set

History

1

mucosa inflammation/ or mucositis/ or stomatitis/ or stomatitis, aphthous/ or stomatitis, herpetic/ or
stomatitis/ or aphthous stomatitis/ or aphthous ulcer/ or herpetic stomatitis/ or oral mucositis/ or Mouth
Mucosa/ or ((oral or mouth) adj5 mucosa).ti,ab. or (stomatitis or (oral adj5 mucaositis) or (aphthous adj5
(stomatitides or ulcer*)) or (canker adj5 sore*) or aphthae or (simplex adj2 oral adj2 herpes) or ((herpet* adj5
gingivostomatitides) or gingivostomatitis) or (herpetic adj5 stomatitides)).ti,ab. or mouth mucosa/ or cheek
mucosa/ or gingiva/

exp neoplasm/ or exp neoplasms/ or exp antineoplastic agent/ or exp Antineoplastic Agents/ or exp
transplantation/ or organ transplantation/ or exp tissue transplantation/ or transplantation, autologous/ or
transplantation, heterologous/ or transplantation, heterotopic/ or exp transplantation, homologous/ or exp
radiotherapy/ or (neoplasm* or neoplas* or cancer* or oncolog* or tumor* or tumour* or transplant*).mp. or
radiation response/ or radiation dosage/ or dose-response relationship, radiation/ or radiotherapy/ or
chemoradiotherapy/ or adjuvant chemoradiotherapy/ or radiation response/ or Radiometry/ or Radiotherapy
Dosage/ or (((gray or sievert) adj2 unit*) or (radiation adj2 (dosage* or dose or dosing)) or "gy radiation" or
"radiation dose-response").mp. or chemoradiotherapy/ or chemoradiotherapy, adjuvant/ or Radiotherapy,
Adjuvant/ or radiometry/ or radiation dose/ or rt.fs. or ((adjuvant adj2 chemotherap*) or chemoradiotherap*
or radiochemotherap*).mp.

("fibroblast growth factor*" or fgfl or "hbgf-1" or "fgf-1" or ("fgf 2" or "fgf-2" or fgf2 or prostatropin or hbgf-2)
or ("FGF 7" or KGF or "7 fibroblast growth factor" or (keratinocyte adj2 growth) or palifermin or kepivance or
"cg 53135" or ¢g53135 or "recombinant FGF 20" or velafermin)).mp. or fibroblast growth factors/ or fibroblast
growth factor 1/ or fibroblast growth factor 2/ or fibroblast growth factor 7/ or fibroblast growth factor 10/ or
("recombinant fibroblast growth factor 10" or "KGF 2" or repifermin).mp. or ("FGF 10" or FGF10).mp. or
growth factor/ or fibroblast growth factor/ or fibroblast growth factor 1/ or fibroblast growth factor 10/ or
fibroblast growth factor 2/ or keratinocyte growth factor/ or repifermin/ or (“recombinant fibroblast growth
factor 10 " or KGF 2 or repifermin).mp. or velafermin/ or ("cg 53135" or cg53135 or "recombinant FGF 20" or
velafermin).mp. or palifermin/ or (palifermin or kepivance).mp. or ("FGF 7" or KGF or "7 fibroblast growth
factor” or (keratinocyte adj2 growth)).mp. or (“fibroblast growth factor*" or fgfl or "hbgf-1" or “fgf-1").mp. or
("fgf 2" or "fgf-2" or fgf2 or prostatropin or hbgf-2).mp. or repifermin/ or ("recombinant fibroblast growth factor
10 " or "KGF 2" or kgf2 or repifermin).mp. or ("FGF 10" or FGF10).mp.

1land 2 and 3

(d) Randomized Controlled Trials of Any Intervention in Pediatric Patients

i. Search Strategy: The following databases were searched and included articles indexed as of April 1,
2014: Ovid in MEDLINE, EMBASE, and EBM Reviews — Cochrane Central Register of Controlled
Trials.

ii. Selection Criteria and Appraisal: Two reviewers independently evaluated the titles and abstracts of
the publications identified by the search strategy. Any publication considered potentially relevant by
either reviewer was retrieved in full and assessed for eligibility. Inclusion of studies in this systematic
review was determined by agreement of both reviewers. We included fully-published papers that were
RCTs or quasi-RCTs of any intervention for the prevention of mucositis in pediatric patients (< 25 years
of age) receiving treatment for cancer or undergoing HSCT. There was no restriction by language. Two
reviewers compiled the evidence summary table.

MEDLINE: The search strategy for OvidSP MEDLINE (1946 to April 1, 2014)

Set | History

1 mucositis/ or stomatitis/ or stomatitis, aphthous/ or stomatitis, herpetic/ or (stomatitis or (oral adj5 mucositis)
or (aphthous adj5 (stomatitides or ulcer*)) or (canker adj5 sore*) or aphthae or (simplex adj2 oral adj2
herpes) or ((herpet* adj5 gingivostomatitides) or gingivostomatitis) or (herpetic adj5 stomatitides)).ti,ab. or
Mouth Mucosa/ or ((oral or mouth) adj5 mucosa).ti,ab.

2 exp neoplasms/ or exp Antineoplastic Agents/ or organ transplantation/ or exp tissue transplantation/ or

transplantation, autologous/ or transplantation, heterologous/ or transplantation, heterotopic/ or exp
transplantation, homologous/ or (neoplasm* or neoplas* or cancer* or oncolog* or tumor* or tumour* or
transplant*).mp. or radiation dosage/ or dose-response relationship, radiation/ or Radiometry/ or
Radiotherapy Dosage/ or (((gray or sievert) adj2 unit*) or (radiation adj2 (dosage* or dose or dosing)) or "gy
radiation" or "radiation dose-response").mp. or chemoradiotherapy/ or chemoradiotherapy, adjuvant/ or




Radiotherapy, Adjuvant/ or rt.fs. or radiotherapy/ or ((adjuvant adj2 chemotherap*) or chemoradiotherap* or
radiochemotherap*).mp.

3 randomized controlled trial.pt. or controlled clinical trial.pt. or randomized.ab. or placebo.ab. or drug
therapy.fs. or randomly.ab. or trial.ab. or groups.ab.

4 exp animals/ not humans.sh.

5 3 not

6 land2and5

7 limit 6 to "all child (0 to 18 years)"

8 (infan* or neonat* or child* or adolescen* or teen* or girl* or boy* or youth* or tot or tots or toddler* or
paediatric* or pediatric*).mp.

9 7 or (6 and 9)

EMBASE: The search strategy for OvidSP Embase Classic+tEmbase <1947 to 2014 Week 13>

Set | History

1 mucosa inflammation/ or stomatitis/ or aphthous stomatitis/ or aphthous ulcer/ or herpetic stomatitis/ or oral
mucositis/ or (stomatitis or (oral adj5 mucositis) or (aphthous adj5 (stomatitides or ulcer*)) or (canker adj5
sore*) or aphthae or (simplex adj2 oral adj2 herpes) or ((herpet* adj5 gingivostomatitides) or
gingivostomatitis) or (herpetic adj5 stomatitides)).ti,ab. or mouth mucosa/ or cheek mucosa/ or gingiva/

2 exp neoplasm/ or exp antineoplastic agent/ or exp transplantation/ or exp radiotherapy/ or (neoplasm* or
neoplas* or cancer* or oncolog* or tumor* or tumour* or transplant*).mp. or radiation response/ or
radiotherapy/ or chemoradiotherapy/ or adjuvant chemoradiotherapy/ or radiation response/ or (((gray or
sievert) adj2 unit*) or (radiation adj2 (dosage* or dose or dosing)) or "gy radiation" or "radiation dose-
response”).mp. or radiometry/ or radiation dose/ or rt.fs. or ((adjuvant adj2 chemotherap*) or
chemoradiotherap* or radiochemotherap*).mp.

3 ct.fs. or controlled clinical trial.pt. or controlled clinical trial/ or randomized controlled trial.pt. or randomized
controlled trial/ or randomized.ab. or placebo.ab. or dt.fs. or randomly.ab. or trial.ab. or groups.ab.

4 land2and 3

5 limit 4 to (infant <to one year> or child <unspecified age> or preschool child <1 to 6 years> or school child
<7 to 12 years> or adolescent <13 to 17 years>)

6 infan* or neonat* or child* or adolescen* or teen* or girl* or boy* or youth* or tot or tots or toddler* or
paediatric* or pediatric*).mp.

7 5 or (4 and 6)

EBM Reviews — CCTR: The search strategy for OvidSP EBM Reviews - Cochrane Central Register of Controlled

Trials <January 2014>

Set

History

1

mucosa inflammation/ or mucositis/ or stomatitis/ or stomatitis, aphthous/ or stomatitis, herpetic/ or
stomatitis/ or aphthous stomatitis/ or aphthous ulcer/ or herpetic stomatitis/ or oral mucositis/ or Mouth
Mucosa/ or ((oral or mouth) adj5 mucosa).ti,ab. or (stomatitis or (oral adj5 mucositis) or (aphthous adj5
(stomatitides or ulcer*)) or (canker adj5 sore*) or aphthae or (simplex adj2 oral adj2 herpes) or ((herpet* adj5
gingivostomatitides) or gingivostomatitis) or (herpetic adj5 stomatitides)).ti,ab. or mouth mucosa/ or cheek
mucosa/ or gingiva/

exp neoplasm/ or exp neoplasms/ or exp antineoplastic agent/ or exp Antineoplastic Agents/ or exp
transplantation/ or organ transplantation/ or exp tissue transplantation/ or transplantation, autologous/ or
transplantation, heterologous/ or transplantation, heterotopic/ or exp transplantation, homologous/ or exp
radiotherapy/ or (neoplasm* or neoplas* or cancer* or oncolog* or tumor* or tumour* or transplant*).mp. or
radiation response/ or radiation dosage/ or dose-response relationship, radiation/ or radiotherapy/ or
chemoradiotherapy/ or adjuvant chemoradiotherapy/ or radiation response/ or Radiometry/ or Radiotherapy
Dosage/ or (((gray or sievert) adj2 unit*) or (radiation adj2 (dosage* or dose or dosing)) or "gy radiation" or
"radiation dose-response").mp. or chemoradiotherapy/ or chemoradiotherapy, adjuvant/ or Radiotherapy,
Adjuvant/ or radiometry/ or radiation dose/ or rt.fs. or ((adjuvant adj2 chemotherap*) or chemoradiotherap*
or radiochemotherap*).mp.

(infan* or neonat* or child* or adolescen* or teen* or girl* or boy* or youth* or tot or tots or toddler* or
paediatric* or pediatric*).mp.

land 2 and 3
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APPENDIX 3: RESULTS OF THE SEARCH STRATEGIES AND FLOW CHARTS OF STUDY
IDENTIFICATION, SELECTION AND REASONS FOR EXCLUSION

(a) Randomized Controlled trials of Cryotherapy to Prevent Oral Mucositis in Adults and Children
Receiving Treatment for Cancer or Undergoing Hematopoietic Stem Cell Transplantation: A
total of 390 references were identified from the search strategy. After screening titles and abstracts,
28 were retrieved in full and 16 satisfied the eligibility criteria (14 primary and 2 companion papers).

523 Citations Identified

— | 133 Duplicates Removed

v

390 Titles and Abstracts Screened

—»| 362 Excluded

v

28 Full-text Screened

12 Excluded
> 8 Not a fully published paper
4 Not an RCT or quasi-RCT

A 4

16 Studies Included
14 primary studies
2 companion publications




(b) Randomized Controlled trials of Low Level Light Therapy to Prevent Oral Mucositis in Adults
and Children Receiving Treatment for Cancer or Undergoing Hematopoietic Stem Cell
Transplantation: A total of 2,446 references were identified from the search strategy. After

screening titles and abstracts, 57 were retrieved in full and 18 satisfied the eligibility criteria (Details
available in Oberoi et al.[1]).

(c) Randomized Controlled trials of Keratinocyte Growth Factor to Prevent Oral Mucositis in
Adults and Children Receiving Treatment for Cancer or Undergoing Hematopoietic Stem Cell
Transplantation: A total of 906 references were identified from the search strategy. After screening

titles and abstracts, 25 were retrieved in full and 12 satisfied the eligibility criteria (11 primary and 1
companion paper).

1103 Citations ldentified

A\ 4

197 Duplicates Removed

v

906 Titles and Abstracts Screened

A\ 4

882 Excluded

1 Paper Identified From
Medline Alert
l v

25 Full-text Screened

13 Excluded

2 Not a fully published paper

9 Not an RCT or quasi-RCT

2 Does not evaluate the use of KGF for
prevention of mucositis in patients

(adults and/or children) with cancer or
undergoing HSCT

\ 4

v

12 Studies Included
11 primary studies
1 companion publication




Non-Randomized Controlled trials of Keratinocyte Growth Factor to Prevent Oral Mucositis in
Children Receiving Treatment for Cancer or Undergoing Hematopoietic Stem Cell
Transplantation: As the search for RCTs of keratinocyte growth factor did not use trial design as a
filter, the same 906 references were evaluated. After screening titles and abstracts, 5 were retrieved
in full and 4 satisfied the eligibility criteria.

1103 Citations Identified

\ 4

197 Duplicates Removed

v

906 Titles/Abstracts Screened

\ 4

902 Excluded

1 Paper Identified From
Medline Alert
l y

5 Full-text Screened

1 Excluded
1 Not a fully published paper

v

4 Studies Included




(d) Randomized Controlled trials of Any Intervention to Prevent Oral Mucositis in Children
Receiving Treatment for Cancer or Undergoing Hematopoietic Stem Cell Transplantation: A
total of 3,873 references were identified from the search strategy. After screening titles and abstracts,
105 were retrieved in full and 24 satisfied the eligibility criteria (21 primary and 3 companion papers).

4555 Citations Identified

A\ 4

682 Duplicates Removed

v

3873 Titles/Abstracts Screened

A\ 4

3768 Excluded

A 4

105 Full-text Screened

81 Excluded
> 3 Not a fully published paper
22 Not an RCT or quasi-RCT

43 Study population includes one or more
participants >25 years of age

11 Does not evaluate the use of an
intervention for prevention of mucositis
during cancer treatment and/or HSCT

2 Not retrievable

A\ 4

24 Studies Included
21 primary studies
3 companion publications

Abbreviations: RCT — randomized controlled trial; HSCT — hematopoietic stem cell transplantation
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APPENDIX 4: RANDOMIZED CONTROLLED TRIALS OF CRYOTHERAPY FOR THE PREVENTION OF ORAL MUCOSITIS IN ADULT AND
PEDIATRIC PATIENTS RECEIVING TREATMENT FOR CANCER OR UNDERGOING HEMATOPOIETIC STEM CELL TRANSPLANTATION
— STUDY CHARACTERISTICS

STUDY CHARACTERISTICS AND PARTICIPANTS

Enrollment | Population
. Year Coun_try of Pharma Total N Age . Specific Type Radiotherap
First Author Patient hi domi (Pediatric,| Cancer Transplan | Treatment Related . f h
(Year) Enrolimen Sponsorshi| Randomize Adult Diagnosi (Cancer, t Type to Cryotherapy Duration of Cryotherapy . y
Start | End ¢ p Declared d Both)’ s HSCT, in Oral Area
Both)

gggr)]?l] NR NR Turkey No 60 Adult Various Cancer NA 5-FU, leukovorin 30 minutes No
Salvador 2007 | 2007 | Canada No 46 Adult | Multiple | eor Auto Melphalan 60 minutes No
(2012) [2] myeloma
Sorensen Gastro-

2001 | 2005 | Denmark No 225 Adult intestinal Cancer NA 5-FU, leukovorin 45 minutes No
(2008)[3] cancer
Svanberg (2007)
[4] (companion 2002 | 2004 | Sweden No 78 Adult Various HSCT | Auto, allo Various Throughout Sometimes

. chemotherapy session
papers: [5], [6])
Gori Hem .
(2007) [7] 2004 | 2006 Italy No 130 Both diagnosis HSCT Allo Methotrexate At least 1 hour Sometimes
(Pz%%z;(;e[g]s NR NR Greece No 85 Adult Unclear Cancer NA 5-FU, leukovorin 50 minutes No
Lilleby Multiple
(2006) [9] 2003 | 2005 us No 41 Adult myeloma HSCT Auto Melphalan 7 hours No
Baydar . . From start of 5-FU until
(2005) [10] NR NR Turkey No 99 Adult Various Cancer NA 5-FU, leukovorin 10 minutes after No
Etoposide,
Karagozoglu . cisplatin, Throughout
(2005) [11] 2000 | 2001 | Turkey No 60 Adult Various Cancer NA mitomycin-C, chemotherapy infusion No
vinblastine

Nikoletti . . 5-FU, leukovorin .
(2005) [12] NR NR | Australia No 79 Adult Various Cancer NA 30 minutes No
Cascinu . 5-FU, leukovorin .
(1994) [13] NR NR Italy NR 84 Adult Various Cancer NA 30 minutes No
Rocke 5-FU, leukovorin .
(1993) [14] NR NR us No 179 Adult Unclear Cancer NA 60 minutes No
Mahood 5-FU, leukovorin .
(1991) [15] NR NR usS No 95 NR Unclear Cancer NA 30 minutes No
Kakoei Head

NR NR Iran No 40 Adult and neck Cancer NA Radiotherapy 10 minutes Yes
(2013) [16] cancer

Abbreviations: NR - not reported; NA - not applicable; pharma — pharmaceutical company; N — number; hem — hematological; HSCT - hematopoietic stem cell transplantation;
auto — autologous; allo — allogeneic; 5-FU — 5-fluorouracil; US — United States
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APPENDIX 5: RANDOMIZED CONTROLLED TRIALS OF CRYOTHERAPY FOR THE PREVENTION OF ORAL MUCOSITIS IN ADULT AND
PEDIATRIC PATIENTS RECEIVING TREATMENT FOR CANCER OR UNDERGOING HEMATOPOIETIC STEM CELL TRANSPLANTATION -

METHODOLOGY
METHODOLOGY RISK OF BIAS FOR RANDOMIZED CONTROL TRIALS
Study Loss to follow-up
design: - is less than 20%
First Author RCT or (Parallel Scales Used to _Frequency and_ _ Adequate Adequfate Participants | Outcome and/or equally Study fr_ee of
quasi- .| Timing of Mucositis sequence allocation and personnel |assessors o selective
(Year) group, Measure Mucositis . ) - distributed h
RCT Assessment generation? | concealment? blinded? blinded? reporting?
Cross-over, between both
N-of-1) interventions?
Katranci Parallel Days 7, 14 and 21
(2012) [1] RCT group WHO after chemotherapy Yes Unclear No No Yes Yes
Salvador Parallel Days 3, 6, 9, and 12
(2012) [2] RCT group WHO after stem cell infusion Yes Unclear No Yes Yes ves
V2. ay 14 an nclear nclear o] o] es es
[53‘]”‘3”56” (2008) | per Pgarﬁf' CTCAE v2.0 Day 14 and 28 Uncl Uncl N N Y Y
Svanberg (2007)
[4] (companion RCT Parallel OMAS, WHO Stadrt .cl)f chglmdothezrapy Unclear Unclear No No Yes Yes
papers: [5], [6]) group aily until day 21
Gori Parallel Day stem cell infusion
(2007) [7] RCT group WHO until day 20 Unclear Unclear No No Yes Yes
Papadeas Quasi- Parallel 4 point grading  |Once, one month after
(2007) [8] RCT group scale treatment No No No Yes No Yes
Lilleby Parallel Daily from day 2 to
(2006) [9] RCT rou CTCAE v2.0 day 28 post stem cell Unclear Unclear No No Yes Yes
group infusion
. Days 5, 10, 15 and 21
Baydar Quasi- | Extended K
WHO from chemotherapy No Unclear No No Yes Yes
(2005) [10] RCT cross-over start
Patient report: Daily
Patient-judged from day 1 of
. mucositis grading | chemotherapy until
;(z%rgg)o[zlolgilu QFl;g.srl Par;)aﬂlel and physician- day 21; Physician No Unclear No No Yes Yes
group judged mucositis report - days 1 and
grading 21, and days 2 and 3
if patient in clinic
Oral Assessment
Nikoletti le\j'g;;?]d Baseline and day 15
(2005) [12] RCT | Cross-over Consortium of each ((::(f)]ltjernswgtherapy Unclear Unclear No No No Yes
Cancer Nursing
Research Scale




METHODOLOGY RISK OF BIAS FOR RANDOMIZED CONTROL TRIALS
Study Loss to follow-up
First Author RCT or (%Zsrgl?él Scales Used to _Frequency and_ _ Adequate Adequfate Participants | Outcome 'Salﬁji):heznugﬁgﬂ) Study fr_ee of
(vear) quasi- group Measure Mucositis Timing of Mucositis sequence allocation and personnel assessors distributed selec_tlve
RCT ! Assessment generation? | concealment? blinded? blinded? reporting?
Cross-over, between both
N-of-1) interventions?
Global assessment
of the physicians’
. judgment and .
Cascinu RCT Parallel patients’ Once weekly until Unclear Unclear No No Yes Yes
(1994) [13] group d L start of next course
escription of
mucositis severity
graded O-4
Physician:
Physician and Approximately 1
Rocke Parallel patient judged month after treatment
(1993) [14] RCT group mucositis graded | initiation; Patient: 2 to Unclear Unclear No No Yes Yes
Oto4 3 weeks after
treatment initiation
Physician:
Physician and Approximately 1
Mahood Parallel patient judged month after treatment
(1991) [15] RCT group mucositis graded | initiation; Patient: 2 to Unclear Unclear No No Yes Yes
Oto4 3 weeks after
treatment initiation
Physician and
E(Z%klo:,)e)' [16] RCT Pgi:i:lr‘fl m%it(')es?tti Sjugdrgazg d Days 1, 7 and 14 Unclear Unclear No No Yes No
Oto4

Abbreviations: RCT — randomized controlled trial; WHO — World Health Organization; OMAS — Oral Mucositis Assessment Scale; CTCAE — Common Terminology Criteria for

Adverse Events
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APPENDIX 6: RANDOMIZED CONTROLLED TRIALS OF CRYOTHERAPY FOR THE PREVENTION OF ORAL MUCOSITIS IN ADULT AND
PEDIATRIC PATIENTS RECEIVING TREATMENT FOR CANCER OR UNDERGOING HEMATOPOIETIC STEM CELL TRANSPLANTATION

— OUTCOMES
OUTCOMES
; Number Number
First Author . . e . .
(Year) COMPARISONS | Received Received Description of Main Mucositis Findings Description of Main Pain Description of Adverse Events
Intervention | Intervention P 9 Findings P
Group 1 Group 2
Katranci Cryotherapy versus 30 30 For day 21, 1/30 in cryotherapy arm vs _6/30 in Not measured No toxicity and no discomfort
(2012) [1] no cryotherapy control group had severe mucositis
Overall mean (SE)
Overall mean (SE) of oral mucositis severity for mL;g?f:ésér:algfﬁgrgaln;(rfre Four participants experienced
Salvador Cryotherapy versus the cryotherapy arm significantly lower than that| _. .. Y Py teeth sensitivity and complained
23 22 . | significantly lower than that - . .
(2012) [2] no cryotherapy for the control group: 0.43 (0.12) vs 1.14 (0.12); for the control group: 0.30 of chills during cryotherapy, did not
P<0.001 on a 0-4 scale (0.23) vs 1.64 (0.24); P < deter completion of therapy
0.001 on a 0-10 scale
- No significant differences with
Sorensen Cryotherapy versus Freque'ncy of grade 3 or 4 oral muc95|t|s was respect to compliance or to side
- 67 66 10% in cryotherapy arm and 32% in saline Not reported
(2008) [3] oral rinse ) effects such as headache or taste
rinse control group (P<0.005) B
disturbances. No effects on teeth
) - . L . . Seven patients (18%) found oral
Svanberg Auto: Cryotherapy significantly lower mucositis | No significant difference in crvotherapy unpleasant. and amon
(2007) [4] Cryotherapy versus score on day 10 (1.6+1.9 vs 4.3+5.7; P=0.042) | pain between cryotherapy Y Py unp T 9
: 39 39 ) B o ) those, four (10%) found it very
(companion no cryotherapy Allo: Cryotherapy significantly lower mucositis | and control arms for either
. i unpleasant, mostly because of
papers: [5], [6]) score on day 16 (3.7+1.8 vs 11.6+6.8; P=0.021) auto or allo group ; .
shooting pain from teeth
Incidence of grade 3—4 oral mucositis
comparable (47% in cryotherapy arm vs. 53%
in control group; P=0.46). Maximum mean
Gori Cryotherapy versus mucositis score comparable (1.98+1.12 in
(2007) [7] no cryotherapy 62 60 cryotherapy arm vs 2.13+1.24 in control group; Not reported Not reported
P=0.56). Duration of mucositis among patients
with either grade 3—4 or grade 2—4 mucositis
was comparable
Percentage patients free from oral toxicity
Papadeas Cryotherapy versus 36 40 higher in cryotherapy arm (P<0.01) according Not reported Mouth numbness or headache (n=6);
(2007) [8] no cryotherapy to physicians’ evaluation in all three P did not deter cryotherapy
chemotherapy cycles
Cryotherapy group experienced less grade 3—-4
mucositis than normal saline group (14 vs 74%,
P=0.0005). Average number of days with grade | Mean of average mouth Some patients complained of
Lilleby Cryotherapy versus 21 19 3 mucositis: 0.5 in cryotherapy group vs 4.6 in | pain scores 2.7 for normal coldnesz and sto ez using ice
(2006) [9] warm saline rinses normal saline group (P=0.0001). Mean of saline vs 0.6 for cryotherapy chi zp 9
average daily mucositis scores for cryotherapy groups (P=0.003) P
vs. normal saline groups: 0.41 vs 1.06;
P=0.0005
Development of mucositis correlated only with L
Baydar Cryotherapy versus 45 54 cryotherapy in logistic regression: OR=11.5; Not reported No local or systemic side effects due

(2005) [10]

no cryotherapy

95% CI=3.2 to 41.9; P=0.001

to cryotherapy




OUTCOMES

First Author Number Number
(Year) COMPARISONS Received Received Description of Main Mucositis Findings Description of Main Pain Description of Adverse Events
Intervention | Intervention P 9 Findings P
Group 1 Group 2
Patient-judged: Rate of mucositis 36.7% with
cryotherapy and 90.0% in control group;
E(Z%rgg)o [zlolg]lu Crxgtzsrg&)é\r/:rsus 30 30 P<0.05. Physician-judged: Rate of mucositis Not reported Not reported
y Py 10.0% with cryotherapy and 50.0% in control
group; P<0.05
Standard care vs cryotherapy: Cr){?g‘frs?apz dn;?JiZ:Leicslve
Nikoletti Cryotherapy versus NR NR OAG: OR 3.26, 95% CI 1.55 to 6.90; P=0.002. reducing averaae renorted Nausea, sensitivity and headache
(2005) [12] no cryotherapy WCCNR: OR 3.23, 95% CI 1.19 to 9.09; 9 paing P with cryotherapy (n = 5)
P=0.021 (P=0.009)
Mucositis significantly reduced by cryotherapy
with first cycle of therapy (mean score for Cryotherapy well tolerated by most
Cascinu Cryotherapy versus a4 20 cryotherapy 0.59 vs 1.1 for control group; Not reported patients. Two patients reported an
(1994) [13] no cryotherapy P<0.05) and all chemotherapeutic courses P “ice cream” headache resulting in
(mean score for cryotherapy 0.36 vs 0.69 cryotherapy refusal
for control group; P< 0.05)
Mean physician-judged mucositis grades 0.58 . . .
Rocke Cryotherapy 60 and 0.79 for 30 vs 60 minutes of cryotherapy Few subjects discontinued
. 89 88 - . " Not reported cryotherapy prematurely because of
(1993) [14] versus 30 min (P=0.37). Mean patient-graded mucositis nausea. headache. or ohil
scores were 0.73 and 1.00 (P=0.09) ’ '
Mean physician-judged mucositis grade for Cryother_apy well toler_ated by most.
- Few patients noted mild, temporary
cryotherapy 0.9 vs 1.9 for control (P=0.0002).
Mahood Cryotherapy versus mouth numbness or “ice cream
(1991) [15] no cryothera 50 45 Mean Not reported headache" which rapidly resolved
y Py patient-graded toxicity 1.1 for cryotherapy . pidly
_ after cessation of cryotherapy. Some
vs 2.4 for control (P=0.0001) -
ascribed nausea to cryotherapy
Patients’ self-assessment in
Mean pain intensity in the control group c_ontrol group S|gn|f|cant_|y
Kakoei Cryotherapy versus significantly increased with time (P<0.001) higher oral discomfort with
NR NR ; ' time (P=0.012) vs Not reported

(2013) [16]

no cryotherapy

whereas cryotherapy group showed no
significant change with time (P>0.05)

cryotherapy group with no
significant changes during
study (P>0.05)

Abbreviation: SE — standard error; auto- autologous; allo — allogeneic; OAG — Oral Assessment Guide; WCCNR - Western Consortium Cancer Nursing Research Scale; OR —
odds ratio; Cl — confidence interval
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APPENDIX 7: RANDOMIZED CONTROLLED TRIALS OF LOW LEVEL LIGHT THERAPY FOR THE PREVENTION OF ORAL MUCOSITIS
IN ADULT AND PEDIATRIC PATIENTS RECEIVING TREATMENT FOR CANCER OR UNDERGOING HEMATOPOIETIC STEM CELL
TRANSPLANTATION - STUDY CHARACTERISTICS

: N
First Author . . . .
Year Age | Underlying Condition Setting Randomiz Type of | Wavelengt | Energy Laser Schedule
(reference) Pub ed Laser h (nm) (3/m2)
Antunes[1 2] 2013 Adults Head and neck cancer Chemo-radio 94 InGaAIP 660 4 5 sessions/week during radiation
Arbabi-Kalati[3] 2013 Adults Oncologic disorders Chemo 48 Mustang 630 5 Prior to chemotherapy
Gautam (a)[4 5] 2012 Adults Head and neck cancer Chemo-radio 239 He-Ne 632.8 3 5 sessions/week x 45 days
Gautam (b)[6] 2012 Adults Oral carcinoma Chemo-radio 121 He-Ne 632.8 3.5 5 sessions/week during radiation
S%‘gﬁ? de 2012 Adults Head and neck cancer Chemo-radio 75 GaAlAs 660 2.5 5 sessions/week during radiation
Hematologic, HSCT Infrared .
Hod 8 2012 Both 40 670 £ 10 4 Daily fi day O to day +14
odgson (2)(8] © oncologic disorders (allo, auto) LED afly from cay @ fo day
) HSCT Infrared ;
Hodgson (b)[8] 2012 Adults Multiple myeloma (auto) 40 LED 670 + 10 4 Daily from day O to day +14
Oton-Leite[9 10] 2012 Adults Head and neck cancer Radio or. 60 InGaAIP 685 2 5 sessions/week during radiation
Chemo-radio
Pires-Santos[11] 2012 Adults Breast cancer Chemo 12 NA NA NA Day 0 to day +7 q 48 hours
. i i HSCT .
Silva[12] 2011 | Both | Hematologic, oncologic 42 INGaAIP 660 4 Daily from day -4 to day +4
disorders (allo, auto)
HSCT i
Chor[13] 2010 Adults NA (auto) 34 AsGaAl 660 NA Daily from day -7 to day 0
InGaAIP
. - HSCT and Daily until day +15 or day of
Khouri[14] 2009 Both Hematologic disorders (allo) 22 GaAlAs 660 and 780 6.3 engraftment
laser
Antunes[15] 2007 | Adults Hematologic HSCT 38 InGaAIP 660 4 Daily from day -7 until neutrophil
Disorders (allo, auto) recovery
Cruz[16] 2007 Childre Hematol_oglc ar_1d solid Chemo or 62 NA 780 4 Daily from start of chemo x 5
n malignancies HSCT (auto) days
i i HSCT i - itioni
Schubert[17] 2007 Both Hematol_oglc, oncologic 47 GaAlAs 650 5 Daily from day -1 of conditioning
disorders (allo, auto) to day +2
Arun Maiya[18] 2006 Adults Oral carcinoma Radio 50 He-Ne 632.8 1.8 5 sessions/week during radiation
Lopes[19] 2006 Adults Head and neck cancer Chemo-radio 60 INnGaAIP 685 2 NA
Bensadoun[20 21] 1999 Adults Head and neck cancer Radio 30 He-Ne 632.8 2 5 sessions/week during radiation
i HSCT .
Cowen[22] 1997 Adults Hematologm 30 He-Ne 632.8 15 Daily from day -5 to day -1
malignancies (auto)

Adapted from Oberoi et al. For more detailed information and outcomes, see [23]
Abbreviations: N — number; allo - allogeneic; auto-autologous; chemo — chemotherapy; GaAlAs/AsGaAl — gallium-aluminium-arsenide/arsenate; He-Ne- helium-neon; HSCT —
hematopoietic stem cell transplantation; INnGaAIP — indium-gallium-aluminium phosphide; LED — light emitting diode; NA — not available; pub — published; radio- radiotherapy
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APPENDIX 8: RANDOMIZED CONTROLLED TRIALS OF KERATINOCYTE GROWTH FACTOR FOR THE PREVENTION OF ORAL
MUCOSITIS IN ADULT AND PEDIATRIC PATIENTS RECEIVING TREATMENT FOR CANCER OR UNDERGOING HEMATOPOIETIC STEM
CELL TRANSPLANTATION — STUDY CHARACTERISTICS

STUDY CHARACTERISTICS AND PARTICIPANTS

Enrollment

Age

Treatment (Chemo

First Author Year Couny of | Pharma | Total N (Pediatric,| Specific Cancer Population Transplan| alone, Radiation | Treatment Related to
Patient Sponsorshi| Randomize ; . Type (Cancer,
(Year) Enroliment Declared d Adult, Diagnosis HSCT, Both) t Type alone, Both, Not KGF
Start | End P Both) ' specified)
I(32I|(J)|I1e3\;e[ri]s 2006 | 2009 Europe Yes 281 Adult Multiple myeloma HSCT Auto Chemo alone Melphalan
Jagasia US and . .
(2012) [2] 2005 | 2008 Australia Yes 155 Adult Hem malignancy HSCT Allo Both Variable
North Advanced head Cisplatin,
Le (2011) [3] 2005 | 2007 | America and Yes 188 Adult Cancer NA Both radiotherapy
and neck cancer
Europe (no surgery)
Australia, Cisplatin,
Henke 2005 | 2007 Canada, Yes 186 Adult Advanced head Cancer NA Both radiotherapy
(2011) [4] and neck cancer X
Europe (post-operative)
éa()dlké)e)\r;sl]?aj 2005 | 2008 us Yes 48 Both Sarcoma Cancer NA Chemo alone Doxorubicin
Advanced head
Brizel Australia, and neck Cisplatin, 5-FU,
(2008) [6] 1999 | 2001 Canada, US Yes 100 Adult squamous cell Cancer NA Both radiotherapy
carcinoma
Rosen NR NR NR Yes 65 Adult Metastatic colon Cancer NA Chemo alone 5-FU, leukovorin
(2006) [7] cancer
Blazar . Cyclophosphamide
(2006) [8] NR NR us Yes 100 Both Hem malignancy HSCT Allo Both with TBI or busulphan
Freytes . .
(2004) [9] NR NR us Yes 52 Adult Hem malignancy HSCT Auto Both Variable
Spielberger Etoposide,
(2004) . 2001 | 2002 us Yes 214 Adult Hem malignancy HSCT Allo Both cyclophosphamide,
[10](companion TBI
paper: [11])
Meropol NR NR us Yes 81 Adult Metastatic colon Cancer NA Chemo alone 5-FU, leukovorin
(2003) [12] or rectal cancer

Abbreviations: NR — not reported; NA — not applicable; pharma — pharmaceutical company; N — number; US — United States; HSCT — hematopoietic stem cell transplantation;
hem- hematological; auto- autologous; allo — allogeneic; 5-FU — 5-fluorouracil; TBI — total body irradiation; KGF - keratinocyte growth factor
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METHODOLOGY

RISK OF BIAS FOR RANDOMIZED CONTROL TRIALS

Loss to follow-

DS;:idBr/]_ up is less than
. RCT or an. Frequency and Adequate Adequate Participants | Outcome | 20% and/or | Study free of
First Author . (Parallel Scales Used to - - . :
(Year) quasi- rou Measure Mucositis Timing of Mucositis sequence allocation and personnel |assessors equally selective
RCT Crgss-(?\}er Assessment generation? | concealment? blinded? blinded? distributed reporting?
N-of-1) ' between both
interventions?
Blijilevens Daily from day 2 to
(2013) [1] RCT Parallel WHO day 32 Yes Unclear Yes Yes Yes Yes
First day of the
Jagasia conditioning regimen
(2012) [2] RCT Parallel WHO until discharge or day Unclear Unclear Yes Yes Yes Yes
28
Le Twice weekly during
RCT Parallel WHO chemo-radiotherapy Unclear Yes Yes Yes Yes Yes
(2011) [3]
for 15 weeks
Henke Twice-weekly during
RCT Parallel WHO radio-chemotherapy Yes Yes Yes Yes Yes Yes
(2011) [4]
for 15 weeks
. Before chemotherapy
Vadhan_Raj
(2010) [5] RCT Parallel WHO, CTCAE and days 10, 12 and Yes Yes Yes Yes Yes Yes
14
. Once weekly for 12
I(E;Zr(l)zoeé) [6] RCT Parallel CTCAE{E.I_\(/DZ('BO and weeks, weeks 14, 16, Unclear Unclear Yes Yes Yes Yes
18 and 20
Rosen Baseline, days 1, 4, 8,
(2006) [7] RCT Parallel WHO, OMDQ 12, 15, and at the end Unclear Unclear Yes Yes Yes Yes
of both cycles 1 and 2
Blazar 3 times per week
(2006) [8] RCT Parallel WHO during hospitalization Unclear Unclear Yes Yes Yes Yes
Freytes Day 0 and three times
RCT Parallel CTCAE, OMAS per week until Unclear Unclear Yes Yes Yes Yes
(2004) [9]
mucositis resolved
WHO, RTOG,
Spielberger Western )
ggfg‘l;rﬁ?]] aper- RCT Parallel Consortium Daily forHZSSCq?ys after Unclear Unclear Yes Yes Yes Yes
[11]) P paper. Cancer Nursing
Research Scale
Meronol Days 1, 4, 8, 15, and
P RCT Parallel WHO 28 after Unclear Unclear Yes Yes Yes Yes
(2003) [12]
chemotherapy

Abbreviations: RCT — randomized controlled trial; WHO — World Health Organization; CTCAE — Common Terminology Criteria for Adverse Events; RTOG — Radiation Therapy
Oncology Group; OMDQ — Oral Mucositis Daily Questionnaire; HSCT — hematopoietic stem cell transplantation
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