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# # 6270073030 : MAJOR MEDICINE
KEYWORD: Oral mucositis Concurrent chemoradiotherapy Locally advanced head and neck cancer
Povidone iodine Benzydamine hydrochloride
Attapol Chotirut : Comparative efficacy of Povidone-iodine Gargline to Benzydamine hydrochloride
(Difftam®) to prevent oral mucositis from chemoradiotherapy in localized stage head and neck
cancer. Advisor: Assoc. Prof. CHANIDA VINAYANUWATTIKUN, Ph.D. Co-advisor: Asst. Prof. DANITA
KANNARUNIMIT, M.D.

Background: Head and neck cancer is one of the top ten cancer incidences in Thailand. Curative
treatment approaches were including surgery, radiation, and systemic therapy. Mucositis is an important
treatment limited toxicity which has been found in 40-80% of patient receiving concurrent chemoradiation.
Benzydamine hydrochloride was recommended by MASCCI/ISOO to prevent oral mucositis. Povidone-iodine

had also been adopted to use as oral rinse to prevent mucositis.

Objective: This study compared the efficacy between benzydamine hydrochloride and povidone-

jodine to prevent mucositis in head and neck cancer who received concurrent chemoradiotherapy.

Methods: A prospective study was conducted to recruit participants who diagnosed head and neck
cancer and received concurrent chemoradiotherapy for curative intention. The stratification factors were
primary site of disease, adjuvant or definitive treatment, cisplatin or carboplatin and schedule of
chemotherapy (weekly or 3-week). The primary outcome was Oral Mucositis Assessment Scale
(OMAS). Secondary outcomes were NCI-CTCAE v.5 mucositis grading, analgesic use, antibiotics use, anti-fungal

use, NG tube insertion, and hospitalization rate.

Results: We report a preliminary study of 44 patients (plan enrolment = 70). Demographic
characteristics were well-balanced between both arms. Median OMAS were significant between 4"-6'" week of
treatment indicated chemoradiation toxicity. There were no significant different in median OMAS score during
course of treatment. The worse CTCAE grade IlIl/IV mucositis were more in benzydamine hydrochloride arm

than povidone-iodine without significant difference. Other secondary outcomes were not different.

Conclusion: Preliminary study showed the similar efficacy of povidone-iodine gargle to

benzydamine hydrochloride for head and neck cancer who received chemoradiotherapy

Field of Study: Medicine Student's Signature .......ccooevereeecineene
Academic Year: 2020 Advisor's Signature ..........cccecvevieennnns

Co-advisor's Signature .........ccccoeveeene.
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Estimated New Cancer Cases in the US in 2021
| Rank | Male |  Female |

1st Prostate Breast

P Lung Lung

3rd Colorectum Colorectum

4th Urinary bladder Uterine corpus

S Melanoma Melanoma

pth Kidney and renal pelvis Non-Hodgkin lymphoma
7th Non-Hodgkin lymphoma Thyroid

8th Oral cavity and pharynx Pancreas

gth Leukemia Kidney and renal pelvis
10th Pancreas Leukemia

Adapted from 2021. ACSCFF, 2021. AACS. Cancer statistics,2021. CA Cancer J Clin 2021:30-70.
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The leading site of new cancer patients in Thailand 2016
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The leading site of new cancer in male 2016 The leading site of new cancer in female 2016

Adapted fromW.ImsamranAP, P.Supaatagorn, I. Chiawiriyabunya, K. Namthaisong, M. Wongsena. Cancer in
Thailand 2018. Bangkok: Cancer Registry Unit, National Cancer Institute Thailandjs.
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(Hypopharynx), ilenasudes(Supraglottic larynx), nassdes(Larynx), Iwselaila
(Paranasal sinuses), m'aa\lif']mﬂ(Salivary glands), Gtiaﬂﬁ];ﬂﬂ(Nasal cavity),LLazslj'am(Ear

canal)

unSefrwruazae HunseiiidfvarnvanssausigaiiinvesusiSaPrimary site of
disease), wiavaailonzidaPathology), svazvadlsa(Disease stage) TallUdiansShwnd
Aosonfurinanau g Tn(Multidisciplinary team approach) suusznaulumidaslnmng
pulas fio widnuazai3ed(Otorhinolaryngologist), Wnng$sdsnei(Radiation oncologist),

k3 3 a . . & v o= Y o v oA
a1y TNNEuBLSINe(Medical  oncologist)  uenanludiuaainsidualusudug
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Lidaududaeuwnndanusa(Plastic surgeon), YIUARNNELALTUALNNERT LN YAWTIUANT Y
Usghug(Dentistry and Prosthodontics), weuaRiwIgyN1sawa(Specialized nursing
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oral glutamine LLazmjm anti-inflammatory agents Favng MASCC/ISOO ﬁ?ulé’uuaﬁwmﬂ%’
wulganilulslasraslsf(Benzydamine hydrochloride) #se Diffam® Ju level or
recommendation grade | @ w3UiUe head and neck cancer Aldgunisanesadlusydu
moderate dose (<50Gy) wazilu level of recommendation grade Il d1wsufUhenziss
AswzuaraefildsunsliafivhdnuasateuaConcurrent  chemoradiation)  (26)  &:
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o nslihendintiilaulelefuluftasuzedsuruasaeiildiunisinudenisae
Yidhmfunslisuaiivhtinasanninannnsdoyreshndniauldindendinthends
Unniwlenniiulslnseaslsavield Tasmsussidubeyvesiinsnauiuy The Oral
Mucositis Assessment Scale (OMAS)

AnL(509)

o nslihendnimileulelefuluftisunidsusuaraoldiunsinunimensaiesd
sfumslisnaiivhdaasannsaannnsdoyteshndnauldinioniulenniiu
lolnsmaelsivield  Tasmsussidiudoyresundniauiuy The National Cancer
Institute Common Terminology Criteria for Adverse Events version 5.0 (NCI-CTCAE
v5.0)

o amzumsndeuilintuluftisusndsuiasaeiildiunisinudenimie¥dsamiy
nsleedvningu asdiauuandetunield Wefimsléthenndaunlnilaulelofy

Wiguiuiheinarnwuleeniiulalnseraslsa

o auilanelavasnisidineinaruinlalefuiisuiuinenaunuuleaniiulalasaas

lsauansnaiums e bl



1.3 ngUseaeAvan1sivy

1. iflefnwiUszavinmueinsanvidetestunmsdoytesndniauanmsansd
ffumsliiaiiiidalufisuziiisuzuazaovenihendinis 2 v

2. ifiefnymansenuiiinduannmeansfadsaufunsliadvinlutasusn S
wazApsvEzfiamuanisiunielianmsldthendauinis 2 «ia

3. WefAnwdaNareInnuianelaveansiduienalnya 2 vl

1.4 duuRguy

Usgdninmwesnisitinginaiininilaulelefulunisannnsitioydesuinsniay

= 1 io’ 5 = 6
wideninhenarnwulemiiulalasaaslse

1.5 Yannaaiosdu

FuaeildsumsiteduindunsiSedsueuasaofivumisdasan(Oral cavity), Aovies
d1uun(Oropharynx), AOVREYEINTIALN(Nasopharynx), ABVRYEIUNAD LAY
(Hypopharynx) taginilonasdides (Supraglottic) ﬁﬁmqmmdm‘%awﬁﬁu 18 YUY waxil

wHuN13Shwmensisdsnssudvenaivide Tulsmeuiagwainsal anmaalne



1.6 NTBULUIAIUAAIUNITIVY

Patient factor

Age

v
iti
Oral Mucositi

Performance status Benzydamine

Treatment factor
Chemotherapy

Fashion of treatment
Schedule Oral radiation dosage

Disease factor

Sex

hydrochloride

Decrease oral mucositis

Figure 3 uanin1wnsauuuIn3aIuAnIde (Conceptual framework)

a

1.7 msliAdenueujianaslelunisive

Y < = L7 AV Yo aa o & & a o 1 '

dUlsusSeAsuzuazae vaneds {UlenlasumsitadeduusSidunisosun
(Oral cavity), AaviegdiulIn(Oropharynx), ﬂaviaSwﬁdIWiﬂﬁ]muﬂ(Nasopharynx), A
nopdunaaadsa(Hypopharynx), ey illonassides (Supraglottic) Inedinatulile

Ly

A & < = 1 A 1w dé’ a [ 1% 4
waumnﬂumm, UDIYUINNINWIBLNINU 18 U“UUVLU wazduHuN1SSNwIRIEn1S A

[ o

Sdshuwiveneiivndn Tulsmeuiagnaansel annwinlng
msgumiaqmnﬁugﬁu wnefe Basic oral care @azUszneulusionisuuseity
vsamslilwadaitu (Toothbrushing and flossing), msldtinundathutniNormal
saline rinse or sodium bicarbonate rinse), LLazﬂ’]i'%Juﬂszmwf’]LLazﬁl%'a’li“U"JEﬂﬁ
ﬂmmjw??u(Hydration and lubrication)

anazBeyvesndniay mnedis Anzfideylutesinifinnssniaudafinainnis
Iisunainafeaiiinanmsinuimessdsnusmiunsirenaiivadn
nsUszfiunnazdeyvesiindniay mnells nsinmunanzieydesindniaud

WedulugUienddlasunissnvimesdinwsudumslieaividadeazying



fAamuseduainannnIssnwkas 4 dUanvinduasanssuiunmssown alu

¥Ya v o [

nsenwil gIdevhnsiiuteyanisuseiiiunizieydesiindniau 2 syuy

Y

Table 1 uanin1sUszdiuntazidoyvasnonauinlalunisdnyiil

TruuMIUsziiun1y WnsUsEIU IneyIN1sUTELU AUMNEURLNUINNTUTZIEY
{Heydasndniay
Oral Mucositis Usziflusoulsa 9 Ulcer 0 = ldnuseslsa
Assessment Scale P or 1 = Uounin 1 MSINIURLLAT
(OMAS) 1. 3udlunuu pseudomembrane 2 = 1-3 AISILVURLIAT

2. 3uRUInans 3 = 11N 3 ANSILDURALLAT
3. WAL Erythema 0 = linusoslsa
4. unudgne 1 = laiguus
5. Hrehufuen 2 = JULSS

6. T9AUAUGY
7. Wudn
8. IWANUDDY

<
9. LWATULLUY

The National Cancer Uszillusoslsa Grade 1 Asymptomatic or mild symptoms:
Institute Common FAVDINT intervention not indicated
Terminology Criteria Grade 2 Moderate pain or ulcer that does
for Adverse Events not interfere with oral intake;
version 5.0 modified diet indicated
Grade 3 Severe pain; interfering with oral
intake
Grade 4 Life-threatening consequences:

urgent intervention indicated

Grade 5 Death

a v v a e ° o gy &
® ﬂ'J']%Jﬂﬂ’]ﬂ“Uﬂ']LLﬂ‘lJ’m“UuﬂEJ']“U'] RUIYNY i]’l‘tnusllE]ﬂa'la’lamﬂ’iﬁ/liﬁtjﬂ’léli’]ﬂalﬂ’lﬂ

(Xylocaine  viscous)  Iaussime mstin  lagazUsziiunaennissneiuay



Wisueusenisgdnsuilasuihenaiininilaulelefuiuiieinaiuiniuule

anflulalaseaslsa

a ¥ 14 a a I3 = o o/ g v v !
anuansldeuiUInviinlalensn et Iuveseraalnsilduuiuinngy
loUeoes w30 eufiusvetleleswn (Opioid and derivates) WaUTHN18INITUIN
IngagUsvidiunaann1ssnuwasilseuilsuseninedidnsunlasudiendiinind

Taulalofunutnenanwulamiiulalasaaslse

anudvasmsldaneayn  vwells  Fnwvesenanadasiiasunistdaeayn
(Nasogastric tube insertion) 8utilaeuna1nAs5uUsEMUBIMIMISUNLAIAR Tne
wUsziliunaeansinwwasiUSeumeuseninagiidisuilasuingnauininilay
Telenunuihenduniuulesiiulelasaaslsn
AMUAVDINITUBULTINIUIE  WEDY  DIUIUTeIIEalATALOUlTINgIUIa
naenlasun1sshw  Tegazdsuiliunaann1ssnuuasilSeuliuseninegidns g
Iasuthennaunlmilaulelefuduihenarvniuuleniulalnsaaslsa

a v ad = ° v av vo & a
AMUAYRINTIFEURTE vneds Fuuvessaadasnlinsuedekuaiie
(Antibiotics) asnwN1sAnNANTL Tnsazlseiliunaenn1ssneuaziUssuisy
seriaidnnlesuienainiwdlaulelefuiuinenaiunuulenidulelas
Aaolsn

a ] 1 = ° o av yo 1 .
AMUDYRINS MR HNEDe PuILTRseIEEIASTlASULNE LTI (Anti-
fungal) teshwINITAAEMAATY  lagazUsziliunaonnissnelaziuTauiyy
seninginuilasuienanindlauleleduiuiienainuuleaniiulelas

Aanlsn

b4 ] IS v sg 3 . = v ] v gcj
Fowazanusuilansiduneinaauin (Compliance) viunedls 8ns1d@un1siguIen

naunTia 2 nguLUSeuTe Uiy



1.8 navauszleviifinainazldiuainanudse

MnmsAneieuning Anuiniendnnindlaulelefuesdiusyansamlunisan
amuBoytosndnavldininiendinesaendfuwesinndelufeuluasuaun  ud
FelaifinsdnelavniswdsuiieusewiaineindnTwilaulelenufuiendiniuuls

anflulalaseaslsnaalasuniswuziingin MASCC/AICOO vinlingnalrunlwilaulelefuana

[V [
v o 1Y

2 = = = o :4' ' o v = a
L‘Uu@ﬂﬂ/l']\‘iLa@ﬂWUQGU@Qﬂ'ﬁ'{j@ﬂﬂUﬂ']'JSLﬂausﬁaﬂﬂqﬂaﬂLa'Ulﬂ @ﬂmﬂu’mqﬂa?UqﬂIW'ﬂﬂu

lolefuiismgnninga 10 wi Fwihlvidsendasuussanaanlddnela

1.9 guassaianainturazannsn1snIsuily

A v 2 A v oo & ¢

\Heanngtheusisafsveiarpedniunissnelulsme viagnansalaing
Wrdanmdlavatswnuniiinazilu wndrndanidan fe Unan ansedinen, knndsadsnw
LAy 91gTHNMINzLIINgT Fe01avibiAnANLEIaUTEINITRRATNYY LasNITEUNITTNW
Inediladeansiulineudrmin  fidpuaziudslavinnisundaymlaenisudeiiuunndunga,

fw a v 6 @ a d' o % Q" [y a o Y v

wndFadsnw uarorgsunmduiaineg) Wwevhanunlaufgiiulasniside msuddeys
doanslinuiusnwImnansUssuanaInTeninegy wasin1s3nAnguYesuieieyinnig

ADANTTLMINNNE WAL TLITY
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uni 2

USNAUssUNssY

a a

dusunmsAnenUseuiisulssansnnesanisigunenaunnlwdleulelefunu

Prgnarnuulamiiulalasaaslsavsednunanlunistesiunigdautesuinsnaulu

9

(%
&

AUreuzSefswsuaznon i suUNMsSwvmensanesidsiuiveeiiundatuiivtorenis

[

1 & oo
NUNIUTTIUNIIUDY 3 Uizmwmmy

1 uumamssnyuzsidsvzuazroluszezdrinuazanaiudnin(Treatment of
localized and locally advanced head and neck cancer)

2. amedoytesndniauainnisanessd (Oral mucositis from radiation)

3. wmamsinwuaznstesiunnzeytesindniau (Treatment and

prevention of oral mucositis)

1. wuamamssneuseisezuazasluszezaniauazanaiudnia (Treatment of

localized and locally advanced head and neck cancer)
mssnwunsidsseiazaalidnuaslunisguatuuanaivisnTn(Multidisciplinary

team approach) UszneulUme nsHIAa(Surgery), SdsnwI(Radiation) waznslven

£ = 1 a

(Systemic treatment) &sfidadenAtlsdenouniansannissnemetadenan 3 Jady Ae

1. Jadeanngie (Patient factors)

® A (Sex)

® 91 (Sex)

o lsauszd1@d (Comorbidity)

® an1zveiy (Performance status)

° mswﬂmazmsﬂﬁu (Speech and swallowing)

® n1siFeNISNIiNwIvesUle (Patient preference)

o annzndinuuazInlaveiiy (Psychosocial status)

®  Anznalavrunng (Nutritional status)
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® 1509155 (Treatment accessibility)

2. Uadwannlsa (Disease factors)

® szyzlia (Disease stage)

® sunisveanzise (Primary site of tumor)

® an1IneNsInen (Histopathology)

o ﬂ’quw,Li\T‘lJaﬁiﬁﬂ (Disease aggressiveness)

® n15zeilsA (Disease burden)

o JafumednnmiiAeaiulsa (Predictive or prognostic biomarkers)

. ﬂaiﬂwmﬁuqﬂiiu (Molecular alterations)

3. U3989100155n91 (Treatment factors)

o msSnwaniiaglasu (Prior treatment)
® [ANIIHOVUAUDIIINNITINEAY (Prior treatment response)
® AT ABIIINNTTSAYT (Toxicity)

® szyzinaIvaINIsnauLug (Disease free interval)

ndadedneg  Fulddnisaiadmunegvesnsshuivunzau(Treatment  aim)
Ingdlanuaunasenitman1ssnuimlsa(Treatment outcome) WA¥ANTIENININNENET

n155nw1(Functional outcome) AN 4
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Disease factor

Predictive/prognosis biomarker
Primary site EBV for nasopharynx
HPV for oropharynx

Stage

Histopathology PD-L1 for advanced
Aggressiveness

- Molecular alteration
Disease burden

Patient factor
Age - Sex

Treatmentaim

| Treatment factor |

Prior treatment

Radiation Systemic Prior response
therapy
Toxicity
Treatment Functional
outcome outcome

Comorbidity

Performance status

Speech & swallowinrg

Patient preferene Disease free interval

Psychosocial status

Nutritional status

Accessibility

Factors consideration for
head & neck cancer patients

Figure 4 uaaslfadenisidann1saununissneiagzauliiugiaeusisidsveuasne

maRsanaudadenneg AnanluudazanansauianssnuugiSefsuriazae

it raneveanssne oy 3 anume Ao

1. msinwiiesfwislivnevin (Curative treatment intention)
2. mMssnwieveasdilsn (Palliative treatment intention)

3. MssnweUszAuUTEABIRINDINTS (Supportive and symptomatic treatment)

Ya v

Faluns@nwll  fAdelddndenermadasidiunins@inyndunguiiieusise
Avvzuazaeviladosiin  (Oral cavity), mevegdIuU1n  (Oropharynx), dalnsaayn
(Nasopharynx), Aeviegd@iuanae (Hypopharynx) wagiiilenaesides (Supraglottic) @ainadsi

£ [

foasivdandnvnduinefiegluszesdiin  (localized Wiegnawdiin  (Locally
advanced) fiideusfiasldsunssnudenmsiiaiivrdauaransuas Tnednvarnissnu
Fedesdinsulmusuiweniesen (Primary site of disease) Sulfloan1NsTIUTIAVDS
Tsafunnsnety Tnsudseenlfdu uziSomdinssayn (Nasopharyngeal cancer) wagnay

TiflouziSanaalnssayn (Non-nasopharyngeal cancer) Faimnuuansnsiudsneludl
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Table 2 uanspIMmuanaszIruzsvaslnssaynuasuzsfsvsuaznovindye
anwoue N2 FINAINTIaLN uzi3AswsuazAREILBUY
wWSeuiigu (Nasopharyngeal cancer) (Non-nasopharyngeal cancer)

(Categories)
Geography = East Asia, Southeast Asia, Northern Africa Worldwide
Risk factors EBV, genetic predisposition HLA A2, Smoking, HPV, Alcohol

smoking, Nitrosamine, HPV

Subtype @ Keratinized SCCA ® SCCA (major)
® Non-keratinized differentiated SCCA ® Adenocarcinoma
® Non-keratinized undifferentiated ® Adenoid cystic carcinoma
SCCA ® Mucoepidermoid carcinoma
® Basaloid SCCA ® Salivary duct cell carcinoma
Natural Distant recurrence Local recurrence than distant recurrence
history
Modality Radiation, Chemotherapy Surgery, Radiation, Chemotherapy
Fashion of | @ Radiation ®  Oral cavity
treatment ¢ ((CRT O Surgery alone
for locally 4 CCRT then adjuvant CMT O Surgery then PORT
advanced ® |nduction CMT then CCRT © Surgery then CCRT
disease ®  Oropharynx
O RT
O CCRT
O Surgery then RT
O Surgery then CCRT
°

Hypopharynx
O Laryngeal preservation
®  CCRT
®  Induction CMT then
CCRT
O Surgery then RT/CCRT

EBV = Epstein Barr Virus, HPV = Human papilloma virus, SCCA = squamous cell carcinoma,

CCRT = concurrent chemoradiation, RT = radiation, CMT = chemotherapy



1.1 madennsinenludiaeuzimasinssaynTugUqessazanaiudiin

(Treatment option for locally advanced nasopharyngeal cancer)

AUrsusismdnsaynsvezanaindnin Ao fUreifisvezvadlsamunisuuisiog
5¥UU American Joint Committee on Cancer (AJCC) 8" edition version 2017 @3 laun

Q’ﬂ’mﬁﬁ TO-T1, N1-3, %3e T2-4, NO-3 leedideyanissnwiluteqiu anunsowdalaiu 2

bUU

T category Tl

T2

L}

T4

N category NO

N1

N2

N3a

N3b

Stage/Group

1]
IVA
IVB

IVC

Adapted from Tang LL, Chen YP, Mao YP, Wang ZX, Guo R, Chen L, et al. Validation of the sth Edition of the UICC/AJCC Staging System for Nasopharyngeal Carcinoma From Endemic Areas in the

The 7t & 8" UICC/AJCC Staging System

Nasopharynx, oropharynx, or nasal cavity without parapharyngeal extension

Parapharyngeal extension

Bony structures of skull base and/or paranasal sinuses

Intracranial, cranial nerves, hypopharynx, orbit, infratemporal fossa/masticator
space

No regional lymph node metastasis

Unilateral cervical, unilateral or bilateral retropharyngeal lymph nodes above the
supraclavicular fossa< 6 cm

Bilateral metastasis in lymph nodes < 6 cm in greatest dimension above the
supraclavicular fossa

>6 cmin dimension

Supraclavicular fossa

TINOMO

T2NO-1MO, TINIMO

T1-3N2MO, T3N0-1M0

T4N0-2MO

Any TN3MO

AnyT,any N M1

Nasopharynx, oropharynx, or nasal cavity without parapharyngeal extension

Parapharyngeal extension, adjacent soft tissue involvement (medial pterygoid, lateral

pterygoid, prevertebral muscle )

Bony structures (Skull base, cervical vertebrae ) and/or paranasal sinuses

Intracranial extension, cranial nerve, hypopharynx, orbit, extensive soft tissue

involvement (beyond the lateral surface of the lateral pterygoid muscle, parotid gland

No regional lymph node metastasis

Retropharyngeal (Regardless of laterality )
Cervical: unilateral <6 cmand above caudal border of cricoid cartilage

Cervical: bilateral <_ 6 cm and above causal border of cricoid cartilage

N3:>6 cmand/or below caudal border of cricoid cartilage (Regardless of laterality )

TINOMO

T2NO-1M0, TINIMO

T3N0-2MO0, T1-2N2M0

T4 or N3 MO

AnyT,any N M1

Intensity-Modulated Radiotherapy Era. J Natl  Compr Canc Netw. 2017157):913-9

Figure 5 uannisuansseslsn (Staging) Tuusiisvialnssaynaussuy AJCC(35)

1.1.1 M35n91928n71515euedUIUn TN U189 (Concurrent

chemoradiation) \WeNBEUAY YTONIUNIENTTIHE UATUIUNLESY

(Concurrent chemoradiation then adjuvant chemotherapy)



Study

J Natl Cancer Inst

2011

Phase 3(17)

INT-0099 1998
Phase 3(15)

J Natl Cancer Inst

2005

Phase 3(21)

JCO2003

Phase 3(16)

JCO2005

Phase 3(36)

NPC-9901

Phase 3 (22)

Lancet onco

2012

Phase 3 (18)

Head & Neck
Onco 2011 Phase

2 (23)

Population
(Number)
T2NO
T1-2N1
(230)
T1-4NO-3
(plan 193,
interim 147)
Stage II-IVb
(350)
Stage Ill-IVb
(284)
Stage II-IVb
(221)
T1-4N2-3
(348)
Stage IlI-IVb
(508)
T3N1-2
(50)

OS = overall survival, DFS

Intervention
Control = Radiation alone

CRT with weekly Cis 30 mg/m”

RT

Cis 80mg/m”
5FU 1¢/m” 4d x3

CRT with triweekly
Cis 100mg/m” x 3
RT

CRT with weekly Cis 40mg/m”
RT

CRT with weekly Cis 20mg/m? 4d

FU 400mg/m” 4d

RT

Cis 20mg/m’
5FU 1g/m” 4d x3

CRT with triweekly
Cis 25mg/m” 4d x3
RT

Cis 80mg/m”
5FU 1g/m2 4d X3

CRT with triweekly
Cis 100mg/m’ x3
RT

CRT with weekly Cis 80mg/m’
FU 800mg/m”

4dx3

Cis 40mg/m”

CRT with weekly Cis 40mg/m”

CRT with triweekly Cb AUC 5

Cb AUC6 X3 5FU 1g/m” 4d x2

disease free survival, CRT = chemoradiation, Cis

Table 3 UAAINITANYINITINHINATIINTIVYNT2E29NAINTIA

(0N

5y 95%
10y 84%
5y 86%
10y 67%
3y 78%
8y 57%
3y 47%
8y 28%
5y 70%
5y 60%

5y 72%

5y 54%
3y 80%

3y 65%
10y 62%

10y 49%
2y 94%
5y 83%

2y 92%
5y 80%
3y 90%

15

DFS

5y 88%
10y 77%
5y 78%
10y 64%
3y 69%

3y 24%

5y 58%
5y 52%

5y 72%

5y 53%
3y 72%

3y 53%
10y 56%

10y 42%
2y 86%
5y 75%

2y 84%
5y 71%
3y 73%

cisplatin,

5FU = 5 fluorouracil, RT = radiation, d = day, Cb = carboplatin, AUC = area under the curve,

Red = statistically significant
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[

=2 <@ Y1 (% an v Ls 1 v d' a [ a A
GU’]ﬂﬂ’]iﬂﬂ‘H']"ﬂZL‘MUlWJ’] ﬂ'ﬁiﬂ‘lﬁ%’]%lﬂﬂiﬂﬁ‘ﬁuaﬂﬁsﬁﬂLQULN@L‘VIEJ‘UﬂUﬂ?iﬁ’]ﬂi\iﬁ A

Y A o o 1 19 o a .. Y A o v a
nslmadivninsiniun1sanesed (Concurrent chemoradiation) wazn1siatuITnLEsy

PAINTS NN AT U TRTIuAUNIS2Ne59d  (Concurrent  chemoradiation  then

Y] o

adjuvant chemotherapy) usiinsAnwmtaUssuiisunisimativrtiniuiunsaiesea

[
v CY [y v a U

= 1 a U 44 a o a v % a o ! a
WeegahginunmsiiaivrvnasurainisiiaivninsindunisaneSatu (18) WUl

[y [ [y = =

| A ° = ¥ ) Aa A P =
AMNLANANNRENIUEd A asdnTINIsnaullugl dnsn1sTending 2 U way 5U

= . a oV yvy = A o
nsAnyIMeta-analysis Ais MAC-NPC 2015(37) @slddeasuain 19 msinw d31u7u
Userns 4,806 AU WU AshaAdUITRsuiun1sanesed  Tnelin1ssneasuaiee Al
Urdansall  AnIn1saesadieaeg1ufellnelonsinissentinfd 10 UAnin (Absolute

benefit in overall survival) 1527185989 13.9% Way 8.2% MUAINUAINING 6

Overall survival benefit compared to radiation alone

Treatment type| 10y overall Compared to | 10y absolute

survival control arm benefit
Induction chemotherapy 46.9% 48.0% -1.1%
Adjuvant chemotherapy 64.9% 57.2% 7.7%
Concurrent 58.7% 50.5% 8.2%
chemoradiation
Concurrent 57.0% 43.1% 13.9%

chemoradiation then
adjuvant chemotherapy

Adapted from Blanchard P, Lee A, Marguet S, Leclercq J, Ng WT, Ma J, et al. Chemotherapy and radiotherapy in nasopharyngeal carcinoma::
an update of the MAC-NPC meta -analysis. Lancet Oncol. 2015;16(6):645-55.

Figure 6 4ansensIn15sandInseutiigunun1saIessaine1ae1iea(38)
A n15snwaen1sinadvivanaua1e5sd (Induction chemotherapy), B n135nuuasungeuail
U7Un  (Adjuvant chemotherapy), C n155nwa9enaduivnsunun1sate5sd (Concurrent
chemoradiation), D 1155191828015 IMATUIUATINAUNITAIYSIANIUAENITIFIUA e UATUITR

(Concurrent chemoradiation then adjuvant chemotherapy)(37)

Network-meta-analysis(39) 91120 A15ANEN LAMWIUUTEHINT 5,144 AUNUTY AT

Synasumesatividatunuinduseloniludnsnissenddn, snsinisndaulugi, 9ms)



17

nsmuAUlsAnEd (Local recurrence free survival) kagdnsINIsAIVANLIALUUNTEANY
(Distant recurrence free survival) finiin1saesediieseEgiuiey wazildnsINITTonTIngs
Qll dll = 2 v ¥ 14 a o w . . .

ign  Weiguiunisanedaduasausienisiienaivndn  (Radiation  then  adjuvant
chemotherapy), n1saesedsanunsiieaivntn (Concurrent chemoradiation), N5t
gupvUnLazNMENIIAIESIELINes (Induction chemotherapy then radiation), 15l

Ao w 1Y Y a o w Y ) v a .
guativrianusenstmaliviianiouduaiesad  (nduction  chemotherapy  then

concurrent chemoradiation) wazn1seARUIUIARNNNAIENISANESIFLASLASUA8LA]

U1Un (Induction chemotherapy then radiation then adjuvant chemotherapy)

Table 4 uand Hazard ratio Yaaaza5n155nenuUsSeguINgunUn15a18539a(39)

Treatment (compare oS DFS Local control | Distant control
RT)
(Number)
ICT then RT 0.92 0.78 0.9 0.54
(835) (0.75-1.12) (0.66-0.93) (0.7-1.15) (0.37-0.79)
ICT then CRT 0.81 0.68 0.8 0.44
(566) (0.63-1.04) (0.54-0.85) (0.57-1.13) (0.27-0.71)
CRT 0.77 0.77 0.85 0.68
(765) (0.64-0.92) (0.65-0.91) (0.62-1.16) (0.49-0.94)
CRT then CMT 0.65 0.62 0.59 0.59
(1109) (0.56-0.75) (0.54-0.71) (0.46-0.76) (0.46-0.77)
RT then CMT 0.96 0.84 0.71 0.91
(134) (0.71-1.29) (0.63-1.11) (0.44-1.17) (0.54-1.54)
ICT then RT then CMT 0.87 0.83 0.50 1.13
(207) (0.58-1.30) (0.59-1.17) (0.29-0.88) (0.62-2.05)

RT = radiation, OS = overall survival, DFS = disease free survival, ICT = induction chemotherapy,

CRT = chemoradiation, CMT = chemotherapy
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1.1.2 mssnwgaensiignadirianeuniunenisiie uadvrvansauaie
594 (Induction chemotherapy then concurrent chemoradiation)
sunulaindeganislieaiividnneusnwismenisiiaiivriandenssdsnw
(Induction chemotherapy then concurrent chemoradiation) Tu MAC-NPC 2015 uag

Network-meta-analysis iUsyleviilugnsinissentinguiu lneivoya dasaluil

Table 5 wanin13dnwInisignaduivanaunisatgssdansaununisivenaivivn

(Induction chemotherapy then concurrent chemoradiation)

Study Population Intervention 0os DFS
(Number) Control = CRT
JCO 2008  Stage Vb Cis 75mg/m” CRT with weekly 3y 94% 3y 88%
Phase 2(40) (65) Doc 40mg/m?” x2 Cis 40mg/m’
CRT with weekly Cis 40mg/m2 3y 67% 3y 60%
HeCOG Stage llb-IVb | Cis, Epi 75mg/m’ CRT with weekly 3y 67% 3y 65%
2012 (141) Pac 175mg/m”x3 Cis 40mg/m”
Phase 2(41) CRT with weekly Cis 40mg/m? 3y 72% 3y 64%
Int J Rad T3-4NxMO or  Gem 1g/m”Cb AUC 2.5 CRT with weekly 3y 94% 3y 75%
Onco 2015 TxN2-3MO Pac 70mg/m”D1,8 x 3 Cis 40mg/m”
Phase 3(42) (172) CRT with weekly Cis 40mg/m” 3y 92% 3y 67%
Lancet Stage lI-IVb  Cis 100mg/m’Doc 60 mg/m’ CRT with triweekly = 3y 92% = 3y 80%
Onco 2016 (480) 5FU 600mg/m” 5d x3 Cis 100mg/m’
Phase 3(43) CRT with triweekly Cis 100mg/m® 3y 86% 3y 72%
EJC 2017 Stage Vb Cis 80mg/m” CRT with triweekly = 3y 89% 3y 81%
Phase 3(44) (a76) 5FU 800mg/m” 5d x2 Cis 80mg/m” 5y 81% = 5y 73%
CRT with triweekly Cis 80mg/m” 3y 88% 3y 74%
5y 77% 5y 63%
NEJM 2019 Stage llFVb | Cis SOmg/m2 CRT with triweekly = 3y 95% @ 3y 95%
Phase 3(45) (480) Gem 1g/m’ d1,8 x2 Cis 100mg/m’
CRT with triweekly Cis 100mg/m® 3y 90% 3y 77%
All staging as AJCC 577" edition, OS = overall survival, DFS = disease free survival,

CRT = chemoradiation, Cis = cisplatin, 5FU = 5 fluorouracil, Doc = Docetaxel, Gem = Gemcitabine,
Pac =Paclitaxel, d = day, Cb = -carboplatin, AUC = area under the curve,

Red = statistically significant
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[

nshieadvivaneunisanesd@snwmsenduiaivntn (Induction chemotherapy

then concurrent chemoradiation) fayaatUaULSIATINIITONTIN HazdnsIn1snauLdu

Y 9

1% '
o = Y1

FAninsimeiivtdanseunisaessdidies  (Concurrent  chemoradiation)  @agUqed

winzananunquiil T3-4 visengu N2-3 vie nguiifinnsanudilianunsalnsadsnuwle

& o A o LY v a Ao w
LG]@J‘V]L‘L!’e)x‘iﬁﬂﬂﬂ’]ﬁéjaﬂa’}ll‘lﬂEJQ@’JEJ’J%%JNL?’]ENV]&’] 3y

1.2 madenmsinunludiasuzissdsuzuasaeililvunFmddnssaynlugioe
szgzdNaLaranaiudnm (Treatment option for localized and locally
advanced non-nasopharyngeal cancer)
dosnmsnuiiutheiifumiaiesenegiitesuin (Oral cavity), neviesdau
Un (Oropharynx), Wazmeunasdiuaime  (Hypopharynx) muﬁan%’wﬂuﬂﬂwmjmﬁ%

'
o w =

ATlatarmlsetosanidudd Wasndundnnissnenwaneaiy

o

Table 6 UAAMMUINNAITINWINSIATWIAzABYIANON nasopharynxm1sy NCCN(6)

AuUaiasen szgzvadlsn LAUNNSSNE L UBIAY ANSSNWLEY
¥a3un T1-2NO Surgery (preferred) ® Observe
(Oral cavity) ® Re-resection

® RT

® CRT (high risk)

Definite RT ® (Observe
T3NO, T1-3N1-3, Surgery ® RT
T4aNO-3 ® CRT (high risk)
ARVBYHIUAIAD | T1-2NO-1 Definite RT ® Observe
(Oropharynx) Surgery ® Observe
P16 negative ® RT

® CRT (high risk)

Definite CRT (2B) ® Observe
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ﬁ’]LLﬁ‘lj\iLﬁlﬁ]\iaﬂ ixﬂ%“ﬂaxﬂiﬂ LLN‘lJﬂWi%’ﬂi‘.‘}’lLﬁENéI’u ANTINYLETY
AaviaudIuaIAa | T3-4aNo-1 Definite CRT Observe
(Oropharynx) Surgery RT
P16 negative CRT (high risk)
Induction CMT (3) RT
CRT
T1-4N2-3 Definite CRT Observe
Surgery RT
CRT
Induction CMT (3) RT
CRT
ARVRYHIUAIAD | T1-2NO Surgery Observe
(Oropharynx) RT
P16 positive CRT (high risk)
Definite RT Observe
TO-2N1 Surgery Observe
single node < 3 cm RT
CRT (high risk)
Definite RT Observe
T1-2N1 single node Definite CRT Observe
> 3 cm or ipsilateral Surgery Re-resection

node < 6 cm

RT

TO-2N2
CRT (high risk)
T3NO-2
Induction CMT (3) RT
CRT
TO-3N3 Definite CRT Observe
TANO-3 Surgery Re-resection

RT/CRT (high risk)
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G?’]LL%‘ljﬂLﬁlﬁNaﬂ szezvadlsn LLN‘IAﬂWi%’ﬂT_‘}’]LﬁEN(;I’u ANTINYLETY
AavaYdIUAIAa | TINO or Definite RT ® Observe
(Hypopharynx) | Selected T2NO Surgery (Partial ® Observe
Laryngeal preserve laryngectomy) ® Re-resection
® RT
® CRT (high risk)
T2-3N0-3 Induction CMT ® CR:RT or CRT
Laryngeal preserve ® PR: CRT or Sx
® SD: Sx
Surgery (Partial ® RT
laryngectomy) ® CRT (high risk)
Definite CRT ® Observe
T4aNO0-3 Surgery ® RT
® CRT (high risk)
Induction CMT (3) ® CR:RTorCRT
® PR: CRT or Sx
® SD: Sx
Definite CRT ® Observe
RT = nradiation, CRT = chemoradiation, CMT = chemotherapy, Sx = surgery,
High risk = postoperative feature as extranodal extension positive or positive margin,

CR = complete response, PR = partial response, SD = stable disease

AINLUINIINITSNIITNEIFINTNN 6 iUl INTLLINIINITSNE 3 Sl As

1. Adjuvant or postoperative concurrent chemoradiation

2. Definite concurrent chemoradiation

3. Induction chemotherapy then concurrent chemoradiation, radiation, or

surgery

FALAALAN W

a Y C v

SUVBUAAUUTAUUAIND

Y 9

v
P

U
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1.2.1 msliladirUansouagsidiasuviadeiifg (Adjuvant or postoperative
concurrent chemoradiation)

Table 7 uamin1sAnwIn1slignaduIvansouaIesiatasuvading (Adjuvant CRT)

Study Population Intervention (O DFS LRFS DMFS

(Number) Control

RTOG 9501 | Pathologically proven SCCA of | CRT with triweekly HR 0.84 | 4y70% | 4y81% | 4y80%

Phase 3 head & neck with > 2 LN, Cis 100mg/m2 X3 HRO0.78 | HR0.61
(10) positive margin or ECE+ (459) | RT 4y60% | dy70% | dy77%
EORTC Pathologically proven SCCA CRT with triweekly 5y53% | 5y47% | 5y82% | 5y79%
22931(13) | from head & neck with pT3 pr | Cis 100mg/m’ x3 HRO.7 HRO.75

pT4 anyN except pT3NO from RT 5y40% | 5y 36% | 5y69% | 5y75%

larynx, pT1-2 with extranodal
spread, positive resection
margin, PNI+ or vascular tumor

emboli (354)

OS = overall survival, DFS = disease free survival, LRFS = local relapse free survival,
DMFS = distant metastatic free survival, SCCA = squamous cell carcinoma, LN = lymph node,
ECE+ = positive extracapsular extension, CRT = chemoradiation, Cis = cisplatin, PNI = perineural

invasiond red = statistically significant

Jeasdiléhnsine RTOG fusrlewflunafisamesnsnisnduiduduaznis
aulsalomzdl  uluvasfimsdinen  EORTC  wuilstlemisnudnsinissendinogsiiug
ddyie Sdlmnh 2 msfniuhnSessinuiuidudnui msliedtide
Swifuaeuasiu fusslovifaunsofudannmasondiold lnsemelunguiiianudesgs

WEBFR (high risk feature)deliud

1. Positive resection margin

2. Extracapsular extension
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1.2.2 mrsldiniiUansouaressaitiunssnwivan (Definite concurrent
chemoradiation)
Table 8 uamaN15ATIEaANIY (Meta-analysis) Ya9n13ANYINITINYINSIATHLUAY

panen1s e nadviIvnsauiunsatessdidunisinwivan (Definite chemoradiation)

Study Population Intervention oS Remark
(Trials = number of population) Control
MACH-NC SCCA of head & neck CMT with RT | HR0.88 ® 5y OS of CMT
2009(38) (87 trials = 16,485) (CCRT, ICT, 4.5% benefit
Adjuvant) ® most benefit in
RT CRT 5y OS 6.5%
MACH-NC SCCA of head & neck CMT with RT | HR0.83 ® updated 10y OS
2021 (101 trials = 18,951) (CCRT, ICT, 3.6%
updated(46) Adjuvant)
RT
Oncologist | SCCA of head & neck for CRT with Not ® less dysphagia
2017(47) postoperative and definite CRT triwveekly difference | @ |ags weight loss
(52 trials = 4,209) Cis 100mg/m’
CRT with ® compliance
weekly ® less neutropenia
Cis < o less
50mg/m2 x6 nephrotoxicity
® [ess nausea
SCCA = squamous cell carcinoma, OS = overall survival, CMT = chemotherapy,
CCRT = concurrent chemoradiation, ICT = induction chemotherapy, RT = radiation,

CRT = chemoradiation, Cis = cisplatin, red = statistically significant

= a a [ a 2 Y o
PNNTANYUITUATIZVDANIU (38,  46)T0INTINVWUILULLNATHEUALADILYY

anaudinnIuEuN SNy s nwswiunmsiiewaividadunssnyman

v a

(Definite chemoradiation) Wu31 MsgATUTIUATUsElewUnINNIIN15aN8598Ne9981
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W nediuseloviil 5 YN 4.5% uay 10 UM 3.6% lagusslevidaaunanlunguilvied

Y1UanSaufuNIsanes 9

Tudruvasnshiaiivninnaunisanesed

(Induction

chemotherapy) %3euain15218598 (Adjuvant) Huiiuselesuiitosniniies 1-2% Wity

AUANUAVDINISIIIIAINANSANYIIATILIATDANIY (47) WU LUTiANUwANaNg

UYRIBATINTIBATIN SENINTanafuwuy 3 dlamituiuuynduanyt witinnuwnnsialy

4:4' Y a da X o o a'
Lﬁaﬂ@qfﬂﬁﬂﬂﬂLﬂ‘EN‘VlLﬂﬂsﬂu?ﬂqﬂﬂqiiﬂﬂqﬂﬂLLa@ﬂIu@'ﬁ%‘Wl 8

dmsuN1sUIMTIENs S wue STy uazAesTazana IR IEN1TRENER T U

Ludld@anadiu IvoyanisAnyfanisen 9

Table 9 ugmn1sinwrdaenIsiiguaduriansaunuaIessdnsegnserduinlulydan

a184 (Non cisplatin definite chemoradiation trials)

Study Population Intervention 0os DFS LRFS DMFS
(Number) Control
GORTEC 94- | SCCA of oropharynx | CRT with Cb 70mg/m” 5y22% | 5y27% | 5y59% 5y82%
01 stage IlI-IV (226) 5FU 600me/m” 4d 20m
Phase 3(48) RT 5y16% | 5y15% 5y42% 5y83%
13m
GORTEC2007- | Unresectable SCCA | CRT with Cetux weekly | 53m 38m 3y 79%
01 head & neck stage Cb YOmg/m2 HRO.8 HRO.73 | HR0.54 HR1.19
Phase3(49) -V (406) 5FU 600mg/m” 4d P0O.11 P<0.001 | P0.5
CRT with Cetux weekly | 4d4m 22m 3y 62%
NEJM 2006 SCCA of head & CRT with Cetux weekly | 49m 17m 24m 2y83%
Phase 3(50) neck RT 23m 12m 15m 2y84%
(425)
RTOG0522 SCCA of head & CRT with triweekly 3y73% | 3y 61% | 3y80% 3y87%
Phase 3(51) neck Cis 100mg/m”
(630) Cetux weekly
CRT with triweekly 3y76% | 3y 59% | 3y74% 3y90%

Cis 100mg/m’
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Study Population Intervention oS DFS LRFS DMFS
(Number) Control

De-ESCALaTE | T3-4NO, T1-4N1-3 CRT with Cetux weekly | 2y89% | 2y 84% | 2y 82% 2y88%
HPV P16 positive CRT with triweekly 2y97% | 2y94% | 2y 94% | 2y97%
Phase3(52) | Oropharynx (334) Cis 100mg/m’
RTOG1016 Locally advanced CRT with Cetux weekly | 5y78% | 5y67% | 5y83% 5y89%
Phase 3 non- | oropharynx p16 CRT with triweekly 5y85% | 5y78% | 5y90% 5y92%
inferiority positive (849) Cis 100mg/m’
(53)

OS = overall survival, DFS disease free survival, LRFS = local relapse free survival,

DMFS = distant metastatic free survival, SCCA = squamous cell carcinoma CRT = chemoradiation,
RT = radiation, Cis = cisplatin, Cb = carboplatin, , 5FU = 5 fluorouracil, d = day, HR = hazard ratio
Cetux = cetuximab ﬂfOOmg/m2 loading week 1  then 250mg/m2 weekly,

red = statistically significant

a a

gnsmslunafumualuivengaswgeslses@a waziimshisnyadr ¥o Fydudu

(Cetuximab)  tudeyahluIsuiiguiunisanesadiiiesegraieiminlinanssnwmendy

pgsliugdAglugnIIN15I00TIn

1.2.3 mslimiv1anaun1unaen155nw18ue (Induction chemotherapy

then concurrent chemoradiation, radiation or surgery)

Table 10 uanin1s@nwinisliguadvivanay (Induction chemotherapy)

Study Population Intervention (0N DFS
(Number) Control
TAX 323 Unresectable Doc 75mg/m* Cis 75mg/m’ Sx then 19m 11m
Phase 3(54) | SCCA of head & 5FU 750mg/m” 5d x4 RT

neck stage llI-IV

Cis 100 mg/m’5FU 1¢/m’5d x 4 15m 8m
(358)
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Study Population Intervention oS DFS
(Number) Control
TAX 324 Unresectable Doc 75mg/m? Cis 100mg/m” CRT 71lm 36m
Phase 3(55) | SCCA head & neck | 5FU 1000mg/m” 5d x 3 weekly
stage III-IV or Cis 100 mg/m” Cb AUC | 30m 13m
candidate for 5FU 1000mg/m? 5d x3 1.5
laryngeal
preservation (501) + Sx if PR
of LN
JCO 2004 Resectable or Pac 175mg/m”Cis 100mg/m’ CRT with | 43m 20m
Phase 3(56) unresectable stage | 5FU 500mg/m?” 5d x 3 triweekly
-V head & neck Cis
Cis 100 mg/m” 37m 12m
cancer (382) 100mg/m”
5FU 1g/m’ 5d x 3
or Sx
GORTEC Operable stage ll- | Doc 75 mg/m”Cis 75 mg/m” TLG 5y51% | 5y42%
2000-01 IV head & neck 5FU 750 mg/m2 5d x 3 10y30% | 10y25%
Phase 3(57) | cancer plan TLG
Cis 100 mg/m’ 5y42% | 5y31%
(213)
5FU 1¢/m”5d x3 10y23% | 10y18%
J Natl SCCA of Larynx & | Doc 75 mg/m” Cis 75 mg/m” RT or CRT | 3y60% | 3y 58%
Cancer Inst hypopharynx 5FU 750 mg/m2 5dx3 or TLG
2009 (213) Cis 100 mg/m” 3y60% | 3y 44%
Phase 3(58) 5FU 1¢/m” 5 d X3
TTCC study | Unresectable Doc 75 mg/m2 Cis 75 mg/m2 CRT with | 27m 14.6m
Phase 3(59) | SCCA of head & 5FU 750 mg/m’ 5d x 3 cycles triweekly
neck Cis 100 mg/m” Cis 27.2m | 14.3m
(439) 5FU 1g/m’ 5 d 100mg/m’
CRT with triweekly Cis 100mg/m” 27.6m 13.8m
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Study Population Intervention oS DFS
(Number) Control

GSTTC SCCA of head & Doc 75 mg/m’ CRT with Cis 55m 30m
Phase neck Cis 80 mg/m” 20mg/m” 4d
2/3(60) (a14) 5FU 800mg/m” 4d 5FU 800mg/m” 4d

x3 CRT with cetux

weekly

CRT with Cis 20mg/m” 4d 32m 18m

5FU 800mg/m” 4d

CRT with cetux weekly
GORTEC SCCA of head & Doc 75 mg/m’ CRT with cetux HR 1.12 | HR0.93
2007-02 neck with N2b-N3 | Cis 75 mg/m’ weekly P0.39 P0.58
Phase 3 (370) 5FU 750mg/m” 4d
(61) X3

CRT with Cb 70mg/m” 4d 5FU 600mg/m? ad
PARADIGM Unresectable Doc 75 mg/m” CRT with Cb AUC 1.5 | 3y 73% | 3y 67%
Phase 3 SCCA of head & Cis 100 mg/m” 7w or
(62) neck 5FU Doc 20meg/m” dw

(145) 1000mg/m’4dx3

CRT with triweekly Cis 100mg/m22 cycles 3y 78% | 3y 69%
DECIDE Unresectable Doc 75 mg/m’ CRT with HR0.91 Not sig
Phase 3 SCCA of head & Cis 75 mg/m’ Doc 25mg/m” (0.59-
(63) neck with N2-3 5FU 750meg/m” 5d 5FU 600meg/m” 5d 1.41)

(285)

X2

hydroxyurea 500 mg
g 12 h 6d

CRT with Doc 25mg/m’ 5FU 600mg/m” 5d

hydroxyurea 500 mg g

12 h 6d
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Study Population Intervention oS DFS
(Number) Control
DELOS I Stage Ill/IV SCCA Doc 75 mg/m2 CRT with Cetux P0.78 2y 68%

Phase 3(64) head & neck plan | Cis 75 mg/m”

TLG 5FU 750mg/m” 5dx3

(173) Cetux weekly
Doc 75 mg/m’ RT 2y 69%
Cis 75 mg/m’

5FU 750mg/m’ 5dx3

OS = overall survival, DFS = disease free survival, CRT = chemoradiation, RT = radiation,
SCCA = squamous cell carcinoma, Sx = surgery, TLG = total laryngectomy, Cis = cisplatin,
Cb = carboplatin, 5FU = 5 fluorouracil, Doc = docetaxel, Cetux = cetuximab 400 mg/m2 week 1
then ZSOmg/m2 weekly, d = day, HR = hazard ratio, not sig= no statistically significance,

red = statistically significant

=t £ o = < A ¥ 2/ o o 1

Fendeyaninauslunen 10 aswuledn Jeyaveamshisnaiividnnounis
Snwnaglivsglevdlunsainiaeliveu@iiviansay Wy nsnuRwiiefivzfiuvasnay
(Laryngeal preservation) WsagiiuindetundSsudisuiunmssnuuuulmaividaniou

218 59IATU LN U AU NANNUDITRTINITTONTIN USeTRTINITNAULTUDN

dwsumsnsiienlugns Fawaniu adgvinisfinuisnisiiedssialuil

Table 11 uansnsfnwnuSeuiieuisnisiiergasdanaiiulugieuszisdsveuazne

Study Population Intervention oS DFS
(Number) Control
W3wW SCCA head & neck | CRT with weekly Cis 30 mg/m’ 39.5m | 17.7m
Phase 3 Adjuvant 97%
(65) (300) CRT with triweekly Cis 100 mg/m’ NR 28.6m
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Study Population Intervention oS DFS
(Number) Control
JCOG 1008 Postoperative high | CRT with weekly Cis 40 mg/m? 3y72% | 3y65%
Phase 2/3 risk SCCA of head
Non-inferiority & neck CRT with triweekly Cis 100 mg/m” 3y59% | 3y53%
<1.32(66) (261) HRO0.69
(0.37-
1.27)
GORTEC 2015-02 Stage lII-IV SCCA of | CRT with triweekly 2y69% | 2y54%
Phase 3 head & neck Cis 25meg/m” 4d
(67) Definite CRT 57%
CRT with triweekly Cis 100mg/m” 2y68% | 2y54%
(124)
SCCA = squamous cell carcinoma, OS = overall survival, DFS = disease free survival,

CRT = chemoradiation, Cis = cisplatin, d = day, HR = hazard ratio, red = statistically significant

ulainiSnslien FanaAunuudUnniazass 40 mg/m? nienshiwuy split

dose Yuag 25 me/m? 4 Yu lileHUse@nsnanwenInnIsRUUNINSEIL 100 me/m? Mn 3
8 3 S .

FUana
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2. mfmﬁaq%iaaﬂqné’maumnmima%’aﬁ (Oral mucositis from radiation)

A v a

amedoytesndniaunnmsinuionisaisisd vie nsanedsdauiunsliie
piidaty wnells  amefifimsdnauvdounaiiatuludesnuazae dnuy
amzunsndeulusvendony (Acute complication) wesmsihwn  dwasiiliiAnennis
Butn  uazpunminvesitheuyiedsvsuazae  Tlufsdmwasionnusioidesuesns
S Tnenuiiilgtnisaimaifnds 30-60% vesthedldsumssnmsmenisanesdiiies

aEg1ufeT uazillonalinds 50-100% lukthenlasuenalividnsiuiunisanesed2d)

2.1 ngSinllnvaannizgoyteslingniay

a o Aa e ' Y & 1 Y [ d'
‘W‘El’lﬁﬂ’]L‘LlWUENﬂ'T]8LEJ@“LJ“U@QU']ﬂ@ﬂLﬂUUUﬁ’lﬂJWiOLLUQVL@LUu 5 928% MINNTIN 12

Table 12 53337/a~m7'5!f'7¢7m'azzﬁay?f'a\nhné’nmu

28y nalnn1sifin GURTIRURLLE
Initiation Sdvisesnalividadnlumateaaidauniu | ROS
phase nsviaelaseasne DNA fieglu cell vilvilin

A15&519 ROS

Signaling ROS ﬁlxlﬂﬂizéjﬂﬁlﬁm signal transduction Transcription factors: NF-kB, WnT, p53
phase dsluds transcription factors Lﬁ‘aﬂﬁzé’uﬁdﬂ Cytokines, stress responders: COX-2, NO-
€9 cytokines #1149 synthase, superoxide dismutase

Cell adhesion molecules

]

Amplification ﬂﬁsmums?{amwma“’mymymﬁtﬁwﬁumaiu NF-kB, TNF, IL-1B, IL-6

phase 1395 waenIzaulUgs MAPK
Ulceration ATLUIUNITINN 3 %uéfu Lﬁm‘ﬁ'sgﬂ“] wazLAn Repeated proinflammatory cytokines
phase VGRERIN uiauInaneduuaa Bacterial infection on top from
wnaillonaiinnisinige lipopolysaccharides, lipoteichoic acid
Healing nszUILuMImMeiatulfienmsi Extracellular matrix proliferation,
phase extracellular matrix dn19LAUle wagan migration, and differentiation
NALNUUTLIOILNE
ROS = reactive oxygen species, Nuclear factor kappaB, COX-2 = cyclooxygenase 2,
NO-synthase = nitric oxide synthase,  TNF = tumor necrosis factor,

MAPK = mitogen activated protein kinase, IL-1B = interleukin-1beta, IL-6 = interleukin-6
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nnalnnsinnsdeydesdndniay e1nskansdnintundaanessd 2-3 dUanv

| &

1R8NMININ1TSNEINILEIALUIUATINAIB ALY AT Z LA MUNISNALNAFUAININN1TANY
Sddleenfey  Feduasiaiivdnavyilideyinnisgadennuaiunsalunisdesiu
Milesantaytesln Fersuantansiagdantilauns (discomfort) uii (dryness) aulsud
9IN13WAL (erythema) udUAN 5 8199z5udiann1suasnn aduuwna (ulcer) uwawdl
) = P & A = fal Yo I =
pseudomembrane 1PauKaTIUsENaUlUMeLleEe MiewaaTilasuuimiursanely
wan FavibiAneinstan ndwiu (odynophagia) fimsldeudvinnguleTesss nue1ns
Y o I VY g LY a % 4! o [~ ¥ %
mednladun dwalvigthedminanas inanmeyulasuinisls g e1adndudedddnis
Temsveasems  sulddinudssnnnisiinnnzloytesUindniautiu innnae

Analaundu uagmmni1ueInsanee lUlaf Weanesd@nsulal nIsuIunISYoNLsLIUSH

AnTU 817150 ABY S LATU FIUHATMENSINRITIEATUUTENNU 4-6 §UATY (68)

= v o = A a X | ] & ' ° Yy ~ Aa A
LULAITNAT BRI T NATUTEWINGNTT NI danavilviEednn T ing

a = 1% a a A o -
anas linasdunsmueimsiianas danennlasuinis Insieuseumsinwniens
ANVUINLINLANITINEY  AISIRSULIUSINIDINISUIA  ASURULSINe U1 ASERSUeN

Uftueiiin nsldanesslienms dmmuelgandimaliinniszalddtenianisunmg

1%

NATU (69) AakANILUAITIN 13

Y

Table 13 uansuaann1izidioyyasnonauainn1sinynae g viafadsunvenaiviva

Outcome Radiation alone Concurrent chemoradiation
Mucositis Grade 0 | Grade 1-2 | Grade 3-4 | Grade O | Grade 1-2 | Grade 3-4
Delayed or dose 0 3% 8% 0 0 10%
reduction
Weight loss > 10% 6% 14% 16% 1% 23% 31%
Decrease 6% 31% 45% 1% 55% 58%
performance
status
Febrile 0 0 0 0 0 6%
neutropenia
Xerostomia 0 7% 17% 0 23% 17%
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Outcome Radiation alone Concurrent chemoradiation
Mucositis Grade 0 | Grade 1-2 | Grade 3-4 | Grade O | Grade 1-2 | Grade 3-4

Hospitalization 0 14% 14% 1% 36% 34%

Opioid usage 63% 83% 94% 1% 95% 94%

Topical analgesic 19% 52% 66% 1% 59% 63%

use
Oral antimicrobial 13% 17% 11% 0 50% 46%
usage

NG tube insertion 7% 19% 32% 1% 33% 62%

Cost - 19,450 $ 21,736$ - 31,426 S 33,896 S

2.2 Yaduidsveamsiinnmezideaydesuindniavluftheuziidsveuazae

P 2 o P A A = a B |
WU8UELIIAT e LarARIRLUUNUIENANULEEIEN (70)UB9N15LAANTIEIEYLRIUIN

INLEUIINNITINYIAILNSIIRI1859E MSanIskiealv1Tnsuiun1sanesed nedliadeves

AsuinRasie lUll

Table 14 Thdgvanrizboyvasndmauannisarefsasiunvenaiiviva(zi, 72)

Disease factor

Treatment factor

Patient factor

Primary site of disease | Fashion of treatment Age
® Single or bimodality
® Concomitant or sequential Gender
® Definitive or adjuvant
Stage of disease Radiation factor Comorbidity

® Radiation field
® Radiation technique
® Radiation schedule and intensity

® \/olume of radiation

Performance status

Periodontal condition
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Disease factor

Treatment factor

Patient factor

Extent of disease

® (Choice

Systemic treatment factor

O Chemotherapy

O Targeted therapy

® Dose and schedule systemic treatment

Genetic factor

Nutritional status

Smoking/alcohol

= [ [y a Y < a a 1
INNITANWLUUALNH(T71) Iuﬂizmmmgmmm EJIZ\JI‘U']EJ@J&NFW‘H%LL@%F]@“UNWU@Q

4nn, MﬁlﬁIWN‘\]?ﬂﬂ, ABYREEIUUNN, ADVBEAIUAD, YanaNa LU 450 18 TlRsunsane

98 leggisesladuidsavasmsfinnigaydesdinsniaunaznuinoytealnsniauny

161 83% lne 28% Nilinneiioydosiindniauuusuusy Jadeiidmasanisifndidasielul

Table 15 uanstlaveidesvasnisinanizioyvesUmsniauannising)

Factors OR for any grade OR for mod/severe
Age <60 1 1
60-69 0.7 (0.3-1.7) 0.6 (0.3-1.3)
70-79 0.6 (0.2-1.5) 0.5(0.2-1.3)
> 80 0.2 (0.1-0.8) 0.2 (0.1-0.6)
Primary tumor Larynx 1 1
Hypopharynx 1.1(0.4-2.7) 1.2 (0.4-3)
Oral cavity 2.1 (0.9-5.0) 2.2 (0.9-5.3)
Nasopharyx 6.1 (1.3-28.9) 5.6 (1.3-24)
Oropharynx 4.4(1.7-11.2) 4(1.6-9.9)
Radiation type Standard 1 1
Hyperfractionation 1(0.3-3.1) 1.2 (0.4-3.6)
Standard & hyperfractionation | 0.8 (0.3-1.7) 0.7 (0.3-1.6)
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Factors OR for any grade OR for mod/severe

Radiation type Accelerated 0 (0-0.3) 0 (0-0)
Cumulative dose | < 50 Gy 1 1

50-65 Gy 5.1(1.8-14.1) 4.6 (1.6-13.5)

> 65 Gy 9.7 (3.6-26.6) 10.8 (3.8-30.7)
Chemotherapy None 1 1

Prior to RT 0.7 (0.1-4.0) 0.9 (0.2-5.7)

Concomitant to RT 1.3(0.6-2.9) 2.0 (0.9-4.5)

After RT 0.5 (0.2-1.7) 0.7 (0.2-2.2)

OR = odd ratio, Gy = grey, RT = radiation

2.3 wmamsuseidiunmsigeydesdindniay

Tutagtuiuuimamsdsziiiuey 4 ssUuRsgun 7 laun

WHO grace

Grade 0
Grade 1
Grade 2
Grade 3
Grade 4

RTOG Assessment by medical professional

No sign and symptoms

Painless ulcers, edema, or mild soreness

Pain and ulcers, but can maintain ability to eat
Ulcers, unable to eat due to mucositis

Ulcers, need for parenteral or enteral support

Score 1 Erythema

Score 2 Patchy mucositis

Score 3 Greater than one-half of the mucosa affected by a fibrinous

mucositis
Score4 Necrosis and hemorrhage, functional component graded by
the patient
NCI Clinical exam Function/symptomatic
CTCAE
Grade 1 Erythema of the mucosa Minimal symptoms, normal diet

Grade 2 Patchy ulceration orpseudomembrane

Grade 3 Confluent ulcerations orpseudomembrane

food

bleeding with minor trauma or hydrate orally

Grade 4 Tissue necrosis, significant spontaneous bleeding,

life threatening consequences consequences

Grade5 Death

Death

Symptomatic but can eat and swallow modified
Symptomatic and unable to adequately aliment

Symptoms associated with life threatening

Semiquantitative

scale

Erythema, ulcer score for each at risk oral site

Adapted from Epstein JB, Thariat J, Bensadoun R-J, Barasch A, Murphy BA, Kolnick L, et al. Oral complications of cancer and cancer therapy.
CA: A Cancer Journal for Clinicians. 2012;62(6):400-22.

Figure 7 szuumsysziduntizideyvasmnsmiay (24)
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1. World Health Organization scalevinsusziiunisiasuuwlasvendeydasin 91013

UanlazANuEINsalunsineuy

2. National Cancer Institute Common Terminology Criteria for Adverse Events
(NCI-CTCAE) Usgifiunianien1maiegn1snsiatesiin waznsussiliuanuainnsalunis

Y197

3. The Radiation Therapy Oncology Group (RTOG) Usgiiiuanua@1nsalunisyineu

lnggvinisinwikaznsUsaiumeigieies

4. The Oral Mucositis Assessment Scale UizLﬁummiﬁmaﬂ@EJ@Jﬁ]’lﬂﬂ’J’laJLLm

(Erythema) 39n13uinuika (Ulcenuiiiautaslinlnems

wwildinlussuunmsussidiunngifeyresiindniay 3 ssuuusn MsUssidiuay
Hunsuseiiuionmssuluiuanuaansalumsieuddumansiod enafidasunui
dfy Ao nsldeusmmenmsvismesiitheiilsiimsnenutiesnieuiuaiaves
o1Msdniauveieydosndnay Fsllimswmuiszuu The Oral Mucositis Assessment
Scale (OMAS) Famuntunitenddaymilinenisuszdiu Objective endpoint faeeIns
wA9 (Erythema) waznisiiawig (Ulcer) way pseudo membrane Fanuindl validation 910
Msnaaaebu(73, 74) uaﬂmﬂﬁ”ﬂﬁmﬁﬁﬂwmﬁawudﬂ m'iU'izLﬁumam?jaqﬁmmﬂé’ﬂLaU
§e OMAS Humuidimuduiusfuennmssniauiuansenmasseinisuns wasilunaly
Foatn Feduusiuseiuthanefidans Epidermal growth factor flamamdsldsunissne
TUudn wiluvausfinsussdfiughenisidavuuussuy NC-CTCAE Tinupnuduiusdanan
(75) wonanies msUszdu OMAS Tuanunsavmsussdiuldmeluaan 15 it Taed
nsUsEdiu 9 dwsda Téud vinasuiiunnuu Suianans nsedauiudne nssieufuen fu

FIUFNY AUAUYI WUVDIUIN INATUDDU LAZINATULTY AINEU (76) waziiinaugin1siv

AvuuulunsUsliuesngluuAsluAs19 16



Table 16 nas9in15tiazuuuYyad OMAS scale
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Category Upper | Lower | Right | Left Right Left Floor | Soft Hard
lip lip cheek | cheek | ventral | ventral | of palate | palate
& & mouth
lateral | lateral
tongue | tongue
Ulcer 0 =no lesion
pseudo 1=<1cm?
membrane 2=1-3cm?
3=>3cm?
Erythema 0 =none
1 = not severe
2 severe

3. U sinenazmstasiun1zigiaydesundniau (Treatment and prevention

of oral mucositis)

3.1 WInNsQuanMglieytesundniay

Multinational Association of Supportive Care in Cancer and International

Society for Oral Oncology (MASCC/ISOO), European Society for Medical Oncology

(ESMO) clinical practice guidelines gz The National Comprehensive Cancer Network

(NCCN) guidelines laugiuiminisguanisaluil

Table 17 uansdsnisugianuvesgirgvaslisuadvrvnuasareusunatosiunisy

zs‘fay*zfaoﬂvna”mﬁum71/f»f7ztu31f7°z/a\7 NCCN(77), ESMO(78) as MASCC/ISOO(26)

Wnsguadnu

aa = °
ANIINLLUSUI

Level of

evidence

1. MInuaYed
Ynimily

(Basic oral care)

38l

o uuzthnslianuiitielunisianueinismetesindienies

®  msnuvuaLIdiienTnaumYesUInuasiiuneusushwiieidn

awmrasnzieytoslndniau wuiluy 1Wudu

o  mssulssmuiiiisameiievilvidesuniinuguiuesiae
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Wnsguadnu

A5nN15NuuzU

Level of

evidence

1. MIguaTes
Unynld

(Basic oral care)

nsuusadiu
e uuzihuusadituniivunusegeuu ieannisiiaunaludesin dauugi

TALUSIMAIMIUDIMNTHALNBUUDY BENTDY 2 ATIRDIU

WREMNITIUUVS ALLATRINULEANDERA LarDININITAIN

2. M3l
U3311191115U70
(Analgesics and

anesthetics)

gIUIINIDINTITUIN
e LUl AUIRLSEAUANNTULTUBIN RTINS NEY
[ 6‘5 & a [y 6‘5 1 v v
O 21MsUmTuU9ASITNElSEAURILANIS LAY
®  0.2% topical morphine
®  doxepin mouthwash
O  21MSUNFABALIAN

B fentanyl patch

®  Opioid syrup or capsule

3. N15naIUIN

(Oral rinse)

o LuxinsiEeInaIUINT iTA I UNALYRILEAN DTS BENLRY 4 ASIAD
u lngldasaay 15 ml 8819ty 30 W17
o yuzihienthulinflidennissemei@ad (Bland rinse) Mmienge

(Saline rinse) #5358 Unnaslasfeuluaisuaius (Sodium bicarbonate) &4

P
=

aunsaisiinanuazennelugesiinlanay

o Linuzihnslaihennainaasendmu (Chlorhexidine)

o yuzihnsidenaruinwuleaniiulalnseaslse vise Anlwnauluns
Uasfiunnzdeydesundnavlufihieusiedsveuaraefilasunsans

Sedlngaunntioanin 50 Gy

o Luzihnsidienaunulemiiulalnsaaslses vise anunaulunns
YeatunmziBouresndnaulugtieussdisveuazaeiilasunissnw

mensgneivrTnswiunsanesea

4. nsanesed

(Radiation)

Mslawmaliass@snwiuuu 3 9@ (Three-dimensional Conformal
Radiotherapy, 3D-CRT) #38n1321859@UUUsUAMLLUL (Intensity

Modulated Radiotherapy, IMRT)
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Wnsguadnu

A5nN15NuuzU

Level of

evidence

5. ANSSNWINIEY

Laser

JeastunnsioydesndniavlugureiilasuniivnUauazatauas

wuz11n1514 intraoral photobiomodulation @sldlalsndasum e |

6. N30

wuzdIN13MY glutamine lunistesiunnizilioydesundniau I

Criteria for each level of evidence (79)

Level I: evidence obtained from meta-analysis of multiple, well-designed, controlled studies; randomized trials

with low false-positive and false-negative errors (high power).

Level Il: evidence obtained from at least 1 well-designed experimental study; randomized trials with high false-

positive and/or false-negative errors (low power).

Level lll: evidence obtained from well-designed, quasi-experimental studies such as nonrandomized, controlled

single-group, pretest-posttest comparison, cohort, time, or matched case-control series.

Level IV: evidence obtained from well-designed, nonexperimental studies, such as comparative and correlational

descriptive and case studies.

Level V: evidence obtained from case reports and clinical example.

3.2 nsAnwinsidinenainuulemiiulalaseaslsnlunislesiunnsioydes

YnonLau

aziulainihenainwuleeniulelaseaslsatulasuauuzinlusesiu Level | Tu

nsdesiunisgeyvesndnavlugtheninsunisaiedediiesegumeinluseiu

50Gy

wazaglusziu Level Il lugthenlasunisshwsenisiiaiividaniouatessd Feunain

Toyan1sAnwinasaluil

Table 18 n1sAnwhgnamuulenidulalnsaaslsdlunistesiuniizdeyvasn

SniauaINNTIRIETE san1saresadsaununisifeuaduivnlugreussdsvsuazaa

Study

Population

(number)

Intervention

Control

Outcome

Epstein et al

(30)

Head & neck cancer
receiving radiation
cumulative dose > 50Gy

(145)

0.15% Benzydamine

hydrochloride

Placebo

Reduce erythema and ulcer by
30% (p=0.006)
Ulcer free 18% (p=0.037)

Delayed analgesic use (p<0.05)
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Study Population Intervention Outcome
(number) Control
Kin-Fong Head & neck cancer 0.15% Benzydamine WHO grade 3 mucositis in
Cheng et receiving radiation 66-68 | hydrochloride benzydamine was less than
al(27) Gy (14) 0.2% Chlorhexidine chlorhexidine (29% Vs 43%, p

> 0.05)

Median pain & dysphagia score
in benzydamine were less than
chlorhexidine (88.5 Vs 72, 101

Vs 57.5, p>0.05)

Need confirm in a larger trial

Kazemian et al

(31)

Head & neck cancer
receiving
radiation/chemoradiation

> 50 Gy (81)

0.15% Benzydamine

hydrochloride

Placebo

RTOG Grade = 3 mucositis in
benzydamine was less than
placebo (43.6% Vs 78.6%,

p=0.001)

Sheibani et al

(32)

Head & neck cancer
receiving RT/CRT 2at 50

Gy (51)

0.15% Benzydamine

hydrochloride

Placebo

Mean mucositis score in
benzydamine was less than
. th

placebo since 4" week

(p=0.001)

Rastogi et al

(28)

Head & neck cancer
receiving RT/CRT = 60 Gy

(120)

0.15% Benzydamine

hydrochloride

Saline

WHO & CTCAE V4.0 grade 3
were less for benzydamine
than saline (36.4% Vs 62.1%,
p=0.038; 27.3% Vs 51.7%, p
0.043)

WHO & CTCAE V4.0 were not
different in CRT group (43.3%
Vs 64.3%, p0.091; 43.3% Vs
53.6%, p0.3)

Benzydamine for CRT need to

be further evaluation
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Study

Population

(number)

Intervention

Control

Outcome

Chitapanarux

Head & neck cancer

0.15% Benzydamine

Median total OMAS score lower

et al (29) receiving RT/CRT 70Gy hydrochloride in benzydamine hydrochloride
(60) Sodium bicarbonate than sodium bicarbonate
(p<0.001).

® No difference in median pain
score.
® More need for anti-fungal in

sodium bicarbonate

Gy = grey, RT = radiation, CRT = chemoradiation

1
& &

Tnefauidoyaninnsinuazuandiiiuinihendunuulemiiilelaseaslsdi
fustloilufthousisisusiayaofldsunisinudesdsnweddes 50 Gy Fuly
wiueu dulufthefildsunsinndmiuenaiiiidatiy systematic review (80) 1ossais
MASCC/IS00  (26) Wuugthmsldthendauinuuleiiulelnsaaslsdlufuasillésuonad
trinsiumne

Tngthendrunuuleniulelnsaaolsdiu uslungu  Non-steroidal  anti-
inflammatory drug %aﬁamauﬁ’ﬁiumiéfmmié’ﬂLﬁULawwﬁ lpedvayaly in vitro study

1M@1130aa  inflammatory cytokine WU tumor necrosis factor, interleukin-1 Hay

interleukin 6 9 (81-83)

3.3 nafinwinslihendaunindlaulelefulunmstiostunmeieydesundnay
druhendniwileulelefutudsdauanifdusdnte (84-86) Fsanusoan
nsonLaulamenIzuIuNIAnn12z Oxidation wandinisUantaseda free iodine waluvin
Twaduuaiie gnvinang Fanszvaumssanandwiliaamssudimsndaes
inflammatory mediators @199 ldd19g1du tumor necrosis factor alpha way Beta-
galactosidase LLazé’ammimszéjuﬂa"l,ﬂmisziamLLszm UMY Monocyte, T-lymphocye

way Macrophage lagnse
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Toyaainty systematic review wuitgnsaann1sAngelutesnlan  laed

AsEnwIndanudn wndlsdlaulalefuunyinn1sinans 1:30 wanuinaiuInaIunsoan

mi@m%mwﬂﬂﬁaﬂdm Klebsiella pneumoniae, Streptococcus pneumoniae, Inactivated

SARS.CoV, MERSCoV, Influenza virus A wag rotavirus ladausiuniiin 15 3uld (87) @

wegnarntmilaulelefuesilnuauifannsonauliguiy wazldiinsihiiendauin

IdlaulelofunnvimsfinelufiheusSafsveuazaemendl

Table 19 uansnsinwivasienaaniwilauleloduludiieussodrveuasna

Study Population Intervention Outcome
(number) Control
Rahn et al | Head & neck cancer 0.12% Povidone Mean onset of mucositis in povidone
(88) receiving CRT at least iodine iodine was longer than sterile water
71 Gy (40) Sterile water (2.25week Vs 1.5 week).
Mean total duration of mucositis was
shorter in povidone iodine (2.75-week
Vs 9.25-week).
Madan et Head & neck cancer 1% Povidone Lower WHO mucositis score in
al (33) receiving radiation at iodine povidone iodine compared to
least 60 Gy (80) 0.2% Chlorhexidine chlorhexidine and sodium bicarbonate
(p<0.05).
Sodium
bicarbonate
Roopashri | Head & neck cancer 0.15% Severe WHO mucositis was less in
etal (34) | receiving CRT 66 Gy Benzydamine benzydamine hydrochloride, povidone

(100)

hydrochloride

5% Povidone

jodine

0.2% Chlorhexidine

Placebo

iodine and chlorhexidine compared to
placebo in 4" week-5" week.
Benzydamine hydrochloride
statistically insignificant reduced pain
intensity compared to povidone iodine

and chlorhexidine.

RT = radiation, CRT = chemoradiation
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3.1 3ULUUNSAY

v
ad o va

msfnwidunsfinvimaassuuduissmssidenasfidnsnideuuuanidu
Lﬁ&J’JLLaﬂaJ'ﬁmﬁmmju (Double-blind, single center, no-crossover phase Il randomized

experimental clinical study)

3.2 521 08U3599Y

Uszynsfidnen  (Study population): HUheusisafsveuazaelasunisidedeuasdl
£ v YV A 1 U a o CY VYo goj 5 a a d‘

WHUNSSAEIAENSIASadsSnesanAveadvitn - eelasuiiennaiuinlnilaulelefuiiie

lgnavaugyinisshwsiluiunsguasnuinuuinsgiu

Usgwnsngualuau (Control population): fUleusissfsusuazaeilisunsitadouasd
(% ¥ Yo v ! [ o W Yo ’oj gj a
N snwIsnensisESnwswiveneividn  Tagldsudienaruinuulemiiulalag

Aaplsaeldndvaizyinnisshwsuluiunisauasnwimuunsgu

3n1si1neenanasias (Approach to participant)

o Jufthenlisumsquasnululsameruiagwiasnsal
¢ v Y Y o A av A awv Yy I3
o wimdidvasliudaiuneiiiidededgthelanuinae
o ntiuiiiideaziinlUuusidmnavdyriulidisiuduoianains  Weduseuas

nunuAuaNTRveUILMUINATAANTBIBNATS

ngnauailunisAntdanidiandnen (Inclusion criteria)

1. 91gunnivsewiniu 18 Yauly



a3

S

2. lpsumsitadeinduuzSedsveuazaolneinan1ane1sinen (Pathology) Budu
Toeilduminiosen (Primary site of disease) aglusuviisdasin (Oral
cavity), AoveaIuUN (Oropharynx), naslnsaayn (Nasopharynx), Aevesaiu
A8 (Hypopharynx) vise wilonasades (Supraglottic) Wiy

3. fukunssnwmensisdsnwinivenaiivide ldinasdunsShwasy
nasWwn  (Adjuvant  chemoradiation) #sa  nsSawvan  (Definite
chemoradiation) Inefllihmnens$nwiiesisiseuia (Curative aim)

4. ﬁLLmumi%’ﬂmﬁwmﬂﬁmLﬂﬁﬂwﬁ’mqmmamzammmﬂﬁmﬁﬁﬂm%wﬁq
seluil

a. Concurrent cisplatin weekly regimen
b. Concurrent cisplatin triweekly regimen
c. Concurrent carboplatin weekly regimen

5. lLifiusyTRudeildlulasimside. suldun  dheandaunTnilauleleny
(Povidone iodine) Wi thenndtnuulennilulalnseraslse (Benzydamine
hydrochloride)

6. MmnudusaulunisansIulasInig

o/ = = . . .
ngnauailunsAntianaanann1sfine (Exclusion criteria)

N Ry aa o [ < A o oA = a
1. JUieilasunsidededuneSireenavaefiduniduuenviieainiinssly
WA (Inclusion criteria) laldnagiduiiduviswes deutate (Salivary
gland), a3n (Nasal cavity), ¥ (external ear), nssledad (Paranasal sinus) ¥158
< 1 a
UzL39NABALELS (Laryngeal cancer)
2. fthenivseiaunindlaulelediu (Povidone-iodine) visatuulgniulalasaae

157 (Benzydamine hydrochloride)

MsANEELASUNIISUTOIRINAMENTTUNNTHANTUNTUEITUNTINY §13%7

WNNEANERS IHAINTAINMNINGTY (MUBIAaT81989 IRB No. 587/62) Kidudalnameileu



aq

vhwegluanuidemediinveding clinicaltrials.in.th (TCTR 20200722005 wagaiiunig

Weenuwumandnasesssunsideluau Adumuuinsgivaina

o [

ATIANTSANYIIAY (Research Outcome)

o/

o azuuuINMsUsuiliubeydesuindnau NC-CTCAE v5.0 vesenanadingis
2 Ngy

o dannslideunuinyiinev suivinriialeUessn nsldaneayn n1susuy
Tssnenura nmsldenuiiue uasnsldensnidon vesi 2 nqu

o azwuumufimelaressliiiendinlelefudsusuihendinoy

leaniiulalnsnanlsa

3.3 YUINAIDYIUAZNITATUIN

PNdeyansAnyITevestienaruinuumaniiulalasaaslsnuseuiisuiuiie
nanlafeulunsusiun (29) nuiimskuutisegIuves OMAS luieinaauiniuulemiu
lalnsanslsalinzuuutosninihendiuinlafeuluasusiunetiiueddgmeatialuyn
) ¢ a < Vo ¢ = o ¢ @ ¢ o )
duavivaen1sAnauAAEUAMT 2 BedUuavinl 8veInssnw wawts1AInn1saldnineIng,
Unindlaulelefuinveivssd@nsnmaninhenarnuuleniulalasraslsnegatey 1
timepoint va9n15AAMILIABRATILUNANIDENNTRY 1 AzLUL LaedaziuuAINISIdssUY
9y 1.5 azuun tnednnalssansiavianun 70 au lnswusdunguas 35 au Lieviagyinln

Power 9g#1 80% lagdl type | error 8g#1 5% lAgUINNAIUIUENTAIAA
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na

k= =1
L
(2 +03/K)(21 app +21-5)
n, = AQ
(1.5% +1.5%/1)(1.96 + 0.84)2
ny =
12
n = 35

HQZK*'R]:BE}

A = |p-u| = absolute difference between two means
o1, 02 = variance of mean #1 and #2

n. = sample size for group #1

n, = sample size for group #2

o = probability of type I error (usually 0.05)

N1SaNAKATN15IN (Observation and Measurement)

e uUsdasy Ao NstesutgInanusazyin

o & A ) v 1Y '
® AUTANU AB ﬂqﬁgLUaU%@QUr}ﬂaﬂLaU, ﬂ']{LSUEJ']LLﬂU'JW, ﬂqiiaaqﬁlﬁ]%ﬂ, N13UBU

9

Tsaneuia, NMslasueutiue waznislasueanaes

e FuUsmiunu fe FllauaziuUeIS, SepEvedlsn, wunsSnyuaznislie,

a a o o | & .
LAIDILLASENAUANTITRIYINE, LLagﬂ’]'ﬁ@JLLasﬁa\TﬂqﬂWUE’]u (Basic oral care)

3.4 Yupaulunisaiiulae

A8N159LUUIW (Research Methodology)

1. 8lusUTRIRTUITIUIINAULNITUNITITESIINNITINY  ALTUINVEAIENS uIadnsal
UNINYINY

2. weaynwiITelulsmenuiagmansal aninyalng INE8IuIEn1stsmeIua

3. Mvuadnnwieduly 70 au lasasiusseznasiunieaadasliiussana 12
A v A o ) aa v 1 & < a [ L3
Wou lnsdndenaanadinsilasun1sitadeinduusisedsueiazae wavogluinu
nsAndenetaadasidnTiulasenis wazlieglunaminisdneanainlasanis laed

LANRUNTIUNINE IR D1EAIASASUAIUANAUA
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4. eranadnsnviuaglnsudeyaiieiueTeavdunveanuide oA Nunvesuie

moUszasd Tumaun1saiiiun1side anudeawazyselewinlasu e5urefianisdn
UseTd avesuenemuuuutuiindeya Walanalvidnan  seudeasduau
granadasidnla inadedulaedase lnetuasisloyasneg MvN1553UTIMLuaE
I3 [ ) 1 1 d'cz a o ] .{’j
Juanudusasihuiaewnsamzludundunaasurosnuideninty

5. aANdusaNNITNINlATINITITEAINo1aalRs  Ieedinnshidudueauduane
dnwaldnuslunladonaninnudugaunisnsidlulasenisise  (Consent  form,
NANUIN)

6. FUrenldsumsitadeinduusifisveuavee  Alnasinsaiunasisadinsing
azlasunisuszifiuanergsunvduzisive ¥3e wnmgaasneNeMNUNNTINY)
% 4 a o W ! v v Au . . = ! I
e sigaduUnsmnusidsne) (Concurrent chemoradiation) @asaunawd
MsuIamenLideedniunisuanienansdesa  wazveruBuganlun1stism

TasansIvesaly

De

7. nsifuteyavesenaasiasiilussuugiudeyadeiivioly
a. Gé’faaﬂaﬁugm (Demographic data) laln 81¢ (Age), L (Sex), seldndese
\Aau (Income), duga (Height), it (Body weight), wag UsedRnisgu

Ui‘vﬁl (Smoking history)

b. deyaiieriulsa (Disease) IHui sumsvesuzife (Primary site of
disease), wane15aMen (Pathology), svuzundlsnuziis (Stage), uay @n1az
‘Vl’Ni"]\‘lmEJGZJENEEIJIIJ’JEJﬁEJULéiJVT’]ﬂﬁ%JﬂU’] (ECOG performance status)

c. deyaiafunisinu (Treatment) ldun dnwaizweamssnw (Type of
treatment; adjuvant Vs definite), n15676in (Procedure of surgery if
adjuvant treatment), QMLLazﬂ’Jmﬁsumﬂﬁ“lﬁmmﬁﬂwﬁm (Regimen and
schedule of chemotherapy), WATIANI5AM83%8 (Radiation technique),
LarARAsUSINASETiUSnaesn (Radiation volume of oral cavity)

8. analinsazlasunisdudiegdlagdSnsduuuuuion computer-generated block

of four Favzutenanadasdu 2 ngu fie nquillasuihentaulininilauleledu



a7

'
va o

waznauiildsuinendauinuuleniulelasnaelsd lnegideaglinguin
onanadaslaienthutineiinle wasiitadosmuitidsd suldun
a. wHunsSnw Wuns$hwiasundayinnseidna (Adjuvant chemoradiation)
wse 1Wunsinwman (Definite chemoradiation)
b. fuvtwewzdaiuilugesuin (Oral cavity and oropharynx) nSewen
%93Un (Nasopharynx, hypopharynx or supraglottic)
c. amsenaividn  Juer@awandiu wie  eisluwandu  (Cisplatin o
carboplatin)
d. anudvesnslvigndu Jawanduyndunnsi videnn 3 dUnsk (Weekly or 3-
week)

v Ao

9. pranasinsarldTuihendunudasatinmunguatnfivatuayuifelnefigioivi
msUsaidiuaglivnsusiniiendatinueseianaling lasasudadu 2 naudtadl
a. nau A aglduhenduneinuulendulelnseslsd faduheuuy
ddagu Mindanadeay 15 ml wedties 30 Junit fuas 4 adareu
Sums$hwetades 1 dlamineusuaisdiduasliaiivhiamuunuay
YNN1SSNEIATY
b. ndgu B agldsuithendunuialydlaulelefuiiniefiuideldinsuae
Fuunanninen 10% wilauleledu Trduihendan 1% Tndlauleleduy
Iﬂ&lﬁﬂgﬂ’aﬂi{fﬂg’;ﬂ%ﬂaz 15 ml wiuegetios 30 Juil Yuar 4 adieu
Sums$hwegates 1 duamineusuaiediduasliaiivhiamuunuay
YNNI WIATU
10. fAfedsmauriahendidn  asinUssduiiielaondnlsedd uaznsa
gosnlunsazdunvivasnssnelaoBufiduaddi 27 veamsdhwiuazyiinis
Uszdiudlednwasu 4 dUai sandunisusediuianun 8 ads Tnsaatuiinasly
WUUNBSY (Case record form, A1ANWIN) Vlﬂﬂ%’jﬂﬁﬁﬁﬂﬁiﬂﬁzLﬁu TagimUans
Usziflugaseluil
a. OMAS score

b. NCI-CTCAE V5.0



a8

va o

a [ <3 o o a a = ¥
11. gAdevimsiiudeyamainyfienil (Secondary outcomes) Bue lngsiusiudeya
NTTUUNYIEuvadlsmeIuIaansal  wasvinstuinluiuunesy  (Case
record form, n1ANWIN) Ineilvayanadelull
a. nMsldeuivinyiingiv
b. misldeuninnguleleosss
c. msldangayn
d. MsusulsmeIua
e. M3lesueufuue
f.  nslasueNTeI
Y v o -3 = v =2 v v o 2/ A [ L4
12. fATevinsnudeyaisiuanuisnelanadlaiutiendiudind 1 damiuay 5
duaninaslaglionanadnsviinisneukuuaauai (n1AKLIN)
= @ Y @ v P 4' oA v 3 ]
13. Anadvayuideasdudsunudeyasesnnusiuielumsldiienndiun
14. a3unan3d, F9150ina waztauasonnynITUNITITY

15. Ingau3dedunausiusindayanenliun1snaanntasesansidelasunsiuses

INAULNITTUNITITETITUNITIV AMSLIVEAIENT PUIRINTUUNINGIREUE?

Stratification

Head and neck cancer R Oral/Oropharynx site vs Naso/Hypopharynx/Supraglottic site
patients receiving » fq )| o Adiwvant CCRTvs. defnite CCRT
concurrent chemoradiation i i

Cisplatin vs. Carboplatin
Schedule of chemotherapy (3-week vs. weekly)

Figure 8uani Scheme of study protocol
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3.5 M1377UTUTaYa

Y

aouiiiudeya: wmheuzsaiver oimsglidsdieaiyasaliu 6, Wewmsiaftheuend miy
AUrelvigaiivdnenansays. du 3 uagenasens, vewsiagilguendmiunmsanesed

91A1578910YTU 1 Lsamenuiagansal an1n1yatng

va o

dnudeya:  Aufideasdudinfiunisvernudusenaniienldiunsidedeinduusss

'
a

AurlazAofnsmung  eSuedloyaidy, WMIUNUR, Uselewluazaiundedion

D

95y wastuiinenaisveanudusey  lneiiudideazludnoudeasdesuenaainidila
wazlinalunsanaulaedassnouasuIudnie  WweNasiinisdalkusdnsunissutnena
Un n1saeudsnisnailin wagnisihviniheinduanaudnass duiideiagyinisussiiiy

srihmsianuzdmsunsUssdiunnizigeyreaindniaumuanuiiuteya

Ly P

Aduiindeya:  {Idwazvimistuiindeyandeainyiinisuseidiunisdeydesndniaune

SnuFUA

nsTuTiNdeya:  Hanilunsideasnsenteyaasdluneuiiuees  uavldlusunsy  SPSS

version 22.0 (IBM Corp., Chicago, IL, USA.) Tun1sitasizn

a ¢ v QQdI ya 4
3.6 MyAAszidayauazadanldingem
® JoyaideUsuins (Continuous variables) lawn a8, Usunusaddedeslin uazioy
o aa 1 2y o aa o [~
AarveesIdNnIENUTeIUNUE LS UNTAN8 S IEN 30Gy wag 40Gy azuwausldy
Aiseg1U (median) uazYavesteya (range)
° ﬁﬁaaﬂal,%mmmw (Categorical variables) WY LA, Uiﬁamiquw%‘, ALAUIYD
U159, an1zesithy, unun1sinw, wedian1sanesed, gasuazisnsliead
Udn aziausduduiutiulariesay
® AnuuanNAsveIdayaTiugIveIaalassEnINnaunlasunenanlnilauy

lolofuwasinenaruinuulenfiulelasaaslsd 14 chi-square mniludeya

Fanaunn 19adf independent T-test fiveny iliasninludeyaidal3unamiinig



50

Y aa

nsrangluuUnd wagldadia Mann Whitney U test fiutayaisesusinaisdiiesann

JudeyadelSunaniimsnszaeuuuliung

nsUssiun Moyt ndnaumeaziuy OMAS SeniNNaalasy 2 nay
Wnauamerlsegu, MAsnan 1 wag 3 uazAAzwuuiunfan Lazdum

AnuduTusiUssuisulnen1sidata Mann Whitney U Test

nsUssiun Moyt ndnaumeaziuy NCI-CTCAE V5.0 seninonanadns 2
naulnegilumziuuiinnign udnadudesay wagmanuuanaIEnIteya

18 Chi-square

LY

ANSUSELIUG

[ a a

Fianpend lidedu nsldery, nisldeuivinnguleTessd, s
Taaneayn, n1sweulsemeiuia, N1skasuenuliue wasnislasueiendos W
o [T oo = { 1 Y aa .
Awanluievar wasSeuiieussninangulagldads chi-square

a Y A Ada & v o ) ' &
nsUssliukatLAssiinTuaInnIsttinendun lddnaudu eanisway, 913
91, Aredinuis sawluianhaemied wasihnisiSeuieuseninangulagld abs
chi-square
msUszdiuauuiielunisléihennaiuin Auwandudesazveusazngu wazin

AnulTsusulnen1sl@n@ Independent t-test

3.7 NUIMITUIBUALA1319N15UT TR (Administration and time schedule)

BwhmManunundeyandwnlisueydiananenssunsisesssuidenay

Table 20 HaAKUNITANDUGTIY

Wau/A

2562

2563

2564

ANy

10

11

12

112(3(4(5|6|T7

10

11

12

LS9

IV

FTIYNUNG
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3.8 yuUszueu (Budget)

AunsvenuITeanyuiImAinanlay auguNngrans PaNIAlNINeIdy

Uszunnil 1

Table 21 uaneuuszu1ainldlun15v139e

578019 AMUIURY

23.1 M3IAA1919

' o

AT 20000
23.2 yahaeldaae

ANDIYLNETS 5000

23.3 iae1dds)

ATTERINeIeEns 120,000
Adandinau 5000
FUNUUTZLNUNLEUDUD 150,000 UM

3.9 Y93NA UL

Hosangthenzisefsvruazaafidnsunissnelulsmeuviagmansalaiunse

Lg% (%

Wrdamdlaratswnuniiinazidu wndridanigdan fe Unan ansedinen, Lndsaasnen

ey 91gsWINdNzsine1 FenailiiAnanudidourein1sguasnyl waznIsEuNIINW

vYa o = v

lnedladeansiulinowdwmty  dideuasiiuddlavinisundymilaensudaiuunmdrngo,
WNESIETNY wavergsunnduziiinen Wievaudlangiiulasiniside nsuddeya
Aoans N uNUSNYIMNINMTUTEYNanaNY1sEnIenY Larlin153nRenauvesuIdeseininis

ADATTLMINNNE WAL
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3.10 MIUnenansfiInuvagie
% PN Y] X I v Y] | o v A )
GU@HETVILLﬁ@Q@QWu%@QE{J}U??JﬂggﬂLﬂ‘Ul’JLUUﬂUWNaU%%IﬁJNﬂWiu’]%@HaWLLa@ﬂ@'ﬂfﬂu

AUaeluilamelaewnuin  dmsunisiideyalulsieiegldsiaduavunugtiousiazens

L4

AUNTANUNNAIIUNITIFINTBNITUAUDNAINUIVINITILLEUB LUAINTINVDINANITITEY

Ingazlifinsurdeyaiuansimuvesithslddamelaeiiinuin
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unNa 4

NANTSILASIZAYDYA

Y

4.1 Yszrnsnununfnen

Welasualiunsfiudeyanausiiuin 1 quaius wea. 2562 aufviuiinenuna

N

e2°

o A

Tuil 8 wawnAy WA 2564 Fiverinusatuiilumenulesiuresoaadasilasunis
aa U I @ d' 6 o v = 3::” 1 1 Y
FladedunsiSifsueuaznolinssmunaeifndinsfne) Nau 53 au laewusngulimdu
oanadns 27 swlesuihenarunnuuleandiulelaseaslsn wavetanadas 26 selasu
wgnsUnwilauleledu leefioaadasnguay 3 918 NveneudieenaNNISAN
Wewnanuasnistdinenaiinilasuegissieilios waslionanadinsnauas 1 s1geen
MNsAnwswlownnmsdeiinnnmsdeusseslsalunguiuuleniiulelnsaaslsa
a d‘ [ < [ (Y] dl' a d‘
LaZUNTLUASULNUNNTSNWIUUNITINWILUUUTEAUUTEADILLBIINENSIUAg UL U 8

Lsalunguinlasulnilaulelediu duandusun 15

Enrollment
n=53

Randomization

Povidone iodine

N =26
Excluded Excluded
1 dead 1 change schedule RT
3 withdrawal 4 withdrawal

Figure 9uany Consort diagram vasa1a1asiasiiinainsIevidoya
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4.2 %’agaﬁugﬂmaaﬂizmns (Baseline characteristics)
granadasniiuiesgideyalunenuilewull leelienaadasidy 44 51e
wuiteanadasia 2 nauilandisegiuvesenyegfl 56 U (Yao1gaus 34-81 ) Tnediulng
o/ < = A ve = (3
vosoaadpnlumane aediey 82.6% lunquilisuulenniiulalnsraslsd uay
61.9% Nlgsuihenantnilaulelediu evaadinsis 2 nqudulvaneguynaviserings
gueggatia 73.9% lunquiuulesiiulelnsaaslsd uaz 47.6% Tundulwilaulelodu fums
@& 1 R W & ] ' o ] = 13
vouuiSeeulvgegivesln e 2 nqulagedh 65.2% lunquiuulaniulalasaaslsd way
66.7% Tunquitldsulwilaulelefu dulngvesnaadnsduuzidsvewazaassergnany
infiwudlagszuu AJCC 8" edition stage II-V 08#1 73.9% Tunguiuuleniiu uag 71.4%
Tungulndlaulelediu oraadasiianenianeegfissesy 0-1 95.7% Tunduiuueniiy uag
100% Tunqulnilaulelasu Wnssnwdmlngdunssnwvan (Definite

chemoradiation) l9ed 65.2% way 47.6% vaswulamiiu wazlwilaulalofumuansu

wallansaesaddiuluaidu VMAT (Volumetric modulated arc therapy) 87% uwag 95%

'
a a 1 [

puaiu Inedeyavesriisegiuvesusuiusdntasunusuntgenin, Seuavnislasuiedn

Ushagesnuaglasusedua 30 Gy wag 40 Gy auanuvesnguitasuunlesiiunuing

ASISEFIUN 55 Gy, V30 93.7% wag V40 81.1% mud1su drungulnilaulelefuiiailise

FIUVRITENYRIUN, V30 Wz V40 887 46 Gy, 87.7% Uay 70.6% MUANU wargnsn1siu
gadinvanuindlugldsulunislidanarfuiuudUaiazasannign  taed  60.9%
way 71.4% eudeiu Bedadusnanuildiinnuwanedavesenanadasms 2 nguainmg

[

ANUIUNIEDR AILAAILUANTINN 22

Table 22 uanipaiansaiziuguvasgiieuzissfrvzuaznaiioglunising

Baseline characteristics All Benzydamine 0.1% povidone- P-value
N=44 hydrochloride iodine
N=23 N=21
Age Median (Range) 56 58 52 0.078
(34-81) (39-81) (34-73)
Sex Male 32 (72.7%) 19 (82.6%) 13 (61.9%) 0.124
Female 12 (27.3%) 4(17.4%) 8 (38.1%)
Smoking Never 17 (38.6%) 6 (26.1%) 11 (52.4%) 0.133
status Former 14 (31.8%) 10 (43.5%) 4 (19.0%)

Current 13 (29.6%) 7 (30.4%) 6 (28.6%)



Baseline characteristics

Primary site

Stage

ECOG

Radiation type

Radiation
technique

Oral cavity
volume
radiation dose

Chemotherapy
regimen

Oral cavity
Oropharynx

Nasopharynx
Hypopharynx/Supraglottic
I
Il
1]

IVa
IVb
0
1
2
Adjuvant CCRT
Definite CCRT
3D-CRT
VMAT
IMRT
Average of mean oral dose (Gy)
(IQR)

V30 (%)

(IQR)

VA0 (%)

(IQR)
Weekly cisplatin
Triweekly cisplatin
Weekly carboplatin

4.3 §an1sAnNe

Snwilnenuiiarisegiures OMAS esoraadasiildfuinendunuulenniulelnsaae
IsflunsUseidiundert 18
2,3,4,5,6,7,8 Wagnassnwasu 4 e 19 0, 1, 3, 4, 4, 6, 6, wag 0 ahuiunejmﬁlé’%’ulw%
Taulelofu fAnisagiu OMAS adii 1-8 WhAu 0, 2, 2. 4, 4, 5, 5 uay 1 Fanuinlifin

WANANN AT ATIvIN1TUTEIY (pvalue 0.99, 0.37, 0.47, 0.99, 0.99, 0.63,

91a1adAINLNTINNTANBISANDINSEYYIUINSNLAURIUAFUAN 2 V83T

a1 v

All
N=44

19 (43.1%)
10 (22.7%)

5(11.3%)
10 (22.7%)
5(11.3%)
7 (15.9%)
5(11.3%)
10 (22.7%)
17 (38.6%)
25 (56.8%)
18 (40.9%)
1(2.3%)
19 (43.1%)
25 (56.8%)
3 (6.8%)
40 (90.9%)
1(2.3%)
48
(35.50-95.40)
84.6
(57.68-98.70)
65.30
(36.68-94.05)
29 (65.9%)
11 (25.0%)
4(9.1%)

0.65 wag 0.08) fauanslunIng 16 wazasei 23

Benzydamine
hydrochloride
N=23
11 (47.8%)

4 (17.4%)

1(4.3%)
7 (30.4%)

1(4.3%)
5 (21.7%)
3 (13.0%)
4 (17.4%)
10 (43.5%)
12 (52.2%)
10 (43.5%)

1(4.3%)

8 (34.8%)
15 (65.2%)
2 (8.7%)
20 (87.0%)
1(4.3%)
55.00
(36.20-96.90)
84.10
(64.60-99.30)
70.60
(42.60-94.80)
14 (60.9%)
6 (26.1%)

3 (13.0%)

55

0.1% povidone-
iodine
N=21

8 (38.1%)

6 (28.6%)

4 (19%)
3 (14.3%)
4 (19.0%)
2 (9.5%)
2 (9.5%)
6 (28.6%)
7 (33.3%)
13 (61.9%)
8 (38.1%)
0
11 (52.4%)
10 (47.6%)
1 (4.8%)
20 (95.2%)
0
46.00
(35.50-91.90)
87.70
(55.30-98.30)
57.80
(36.30-89.20)
15 (71.4%)
5 (23.8%)
1 (4.8%)

(MaalATUNNTSNYIA8TIAS N TILNUEATUNURFEUANN

P-value

0.919

0.388

0.556

0.239

0.537

0.638

0.739

0.140

0.596



15

9 12

6

Oral Mucositis Assessment Scale
3

0

Weeks

Benzydamine hydrochloride
—— IQR

Figure 10 uaniA1iseg1uyas OMAS scale vasararasinsilauienaivnuiazviln

Table 23 uaniA1siseg1y OMAS uag median difference

Week Benzydamine 0.1% Median different P-value
hydrochloride | povidone (95%Cl)
iodine
1 0(0-1) 0(0-1) 0 (-0.55 to 0.55) 0.99
2 1(0-4) 2 (1-3) 1(-1.21t0 3.21) 0.37
3 3(2-7) 2 (1-6) -1(-3.77 t0 1.77) 0.47
4 4 (2-8) 4 (3-7) 0(-3.32t03.32) 0.99
5 4 (2-9) 4 (3-11) 0(-4.67 to 4.67) 0.99
6 6 (4-10) 5(4-7) -1(-5.11t0 3.11) 0.63
7 6 (4-12) 5 (4-10) -1(-5.43-3.43) 0.65
Post RT 0(0-2) 1(0-2) 1(-0.11t0 2.11) 0.08

56

lngiiloudoyaaiisegiures OMAS  score  luusiagduaminnvinnisnaaeuaiy

auuAgnuInhenanivilaulelefuasiivssaninmwmiloninienaruiniuuleniiv

lelnsmaslsavielyl nundslifiugdAydauansugun 17
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Week | )
1 ;—l—‘ 0(-0.55 to 0.55)
2 . 1{-1.21 ta 3.21)
3 b - { 1 (-3.7710 1.77)
4 | | 0(-3.32 t0 3.32)
5 | I | 0{-4.67 10 4.67)
6 | . i S1-5.01t0 3.01)
T4 * | -1 (-5.43-3.43)
8 . 1{-0.11t0 2.11)

Owverall 4 » : 15 (=411t 1.11)

I I I I I T I T ]

b3 —
L
e
LN

T
-0 -5 -4 3 -2 -1 0 1
Coefficient (95%CI)

6

Figure 11 uanin1snadaunid superiority Y89 median OMAS score

dmsunsUsziliunniziieyyeslinenaumensuseiiu CTCAE V5.0 wuinlugtae
Alasuienanuuleniiulelnsaaslsdiuil Grade 3-4 agfl 39% vaugNtendUnly
aulelofiull Grade 3-4 gl 28.6% WAkINUANUUANANNIETR (p-value 0.706) dalu

AN 24

Table 24 uamy CTCAE V5.0 mucositis grade Tua1aasinsis 2 ngu

CTCAE grade Benzydamine hydrochloride 0.1% povidone-iodine P-value
N=23 N=21
Grade I/ 14 (60.9%) 15 (71.4%) 0.706
Grade IlI/IV 9 (39.1%) 6 (28.6%)

ANudveIN1sldeY wazeuiUinyinleUessd og# 95.6% lugUlenlasuulem
fulalasaaslsd dnlunguinilaulelediuegf 95.2% laslinuanuunniemeada (p-
value 0.947) AnudveINsldangaynegi 47.8% uay 52.3% AUATBINTUBULTINYIUIA

9E71 21.7% Uay 23.8% AUDVRINIITUEUNTIUL 47.8% war 33.3% Uazendiiosed
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7 52.2% way 66.7% laglinuanuwsneianisadaveaineinaluinuileaniiulelnsnas

150 wazihenaadinlwilauleledu (p-value 0.763, 0.870, 0.329, uay 0.329)

Table 25 uaasnan1sinw1yAggious vasgmnaavnie 2 ngu

Secondary end points Benzydamine 0.1% povidone-iodine  P-value
hydrochloride N=21
N=23

Xylocaine use 22 (95.6%) 20 (95.2%) 0.947
Opioid use 22 (95.6%) 20 (95.2%) 0.947
Nasogastric tube insertion 11 (47.8%) 11 (52.3%) 0.763
Hospitalization 5(21.7%) 5(23.8%) 0.870
Antibiotics prescription 11 (47.8%) 7 (33.3%) 0.329
Anti-fungal prescription 12 (52.2%) 14 (66.7%) 0.329

1% [

Anudasnsenasainnistduneinduinuulenniiulalaseaslsawaziianndiuinln
Faulelofiu Inenudn fii1siuddedomsuau 43.5% way 42.9% 10101591 47.8% uae
38.1% TUNMzUINWE 39.1% WAy 33.3% way Anneuianewiden 34.8% way 47.6%

AuaIAU wazldnuanuuansnegsliued Ay 9Eta dauanslunisen 26

Table 26 uansaani11uvaanngainnisiouignaivin

Safety Arm A: benzydamine ArmB: 0.1% P-value
hydrochloride povidone-iodine
N=23 N=21
Burning 10 (43.5%) 9 (42.9%) 0.844
Tingling 11 (47.8%) 8 (38.1%) 0.391
Dryness 9 (39.1%) 7 (33.3%) 0.391
Sticky saliva 8 (34.8%) 10 (47.6%) 0.248

AadsANuTInLalunsitienarnwulenfiulalaseaslsn 81.5% way W)

Imiaiaﬁuasﬂiﬁ 76% LoglanuauuaAnAInINans (p-value 0.377)

YDAINUU

AVMPRIER

[ v @

lovinsundadusngg envdnasioniznisiinlgeydesin

aniaulay OMAS score laglavinisiaseiidannneevesdadelunsuseliunnsitoyyos
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Undnaulnenuinladendwaneazuuy OMAS lumsiasizi fe  Aurdeeuzisd
finusrosUn (Oral cavity and oropharynx) kagn13inwILaIuaanifia (Post-operative
chemoradiation) 1Julladefidsmasienisiinausulsvean1zloytesdndniauiuans

Tumnsneit 27

Table 27 uanan153AsIzviianaagyanI1sinnn1Ieidaydasmsniay

Factors Univariate
Coefficient P-value
(95%Cl)

Group

e Benzydamine hydrochloride Ref

e 0.1% povidone iodine -1.5(-4.11to 1.11) 0.25
Age per year 0.04 (-0.1t0 0.19) 0.56
Sex

e Male Ref

e Female 1(-2.16 to 4.16) 0.53
Smoking status

e Never Ref

e Former/current -1(-4.21t02.21) 0.53
Primary site

e Nasophaynx/hypopharynx Ref

e Oral/oropharynx 3(0.53t05.47) 0.02
Stage

o /Il Ref

o lI/IV 1(-2.13t04.13) 0.52
Radiation type

e Definite CCRT Ref

e Adjuvant CCRT 3 (0.64 to 5.36) 0.01
Radiation technique

e VMAT/IMRT Ref

e 3D-CRT 0.5 (-5.34 t0 6.34) 0.86
Chemotherapy

e Cisplatin Ref

e carboplatin 1(-4.24t0 6.24) 0.70

o Weekly Ref

e Triweekly 0(-3.27t0 3.27) 0.99
Oral cavity volume radiation dose

e Mean oral dose 0.09 (0.003 t0 0.18) 0.06

e V30 0.04 (-0.02t0 0.1) 0.19

e VA0 0.04 (-0.001 to 0.08) 0.06
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dimhdadedinanuihnsieseiideanduius - vesnnisitoyresuindniaunie
OMAS U sumlsuziisigosinn uaz n1saesidasunaswindniliinnneitoyyes

Urndntauiiudutdu 2.5 11 saen5197 28

Table 28 uanan1sansizvianduniusvastadenisiianrisidayvasunanaunenis

Usziddun g OMAS score

Factors Multivariate
Adjusted P-value
Coefficient
(95%Cl)

Primary site

e Nasophaynx/hypopharynx Ref

e Oral/oropharynx 2.5(0.11 to 4.89) 0.04
Radiation type

o Definite CCRT Ref

e Adjuvant CCRT 2.5 (0.09 to 4.91) 0.04
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Uni 5
a a o 1%
9AU18 d3UNANITIVY LasUDLEUDLUL
5.1 aausiena
HAIINTIBUNTANY LU LInuIINIsUsBEunIsdeyYesndniaulugdae
LzS9Aswe Az lasUNIT NEIENIsR18 T E@TILAUNS e eTv AT weazaaIan
Panun 8 A9 WSsuisuszraienanulesiulalaseaslsataziineinduinlnd

IS Y L

Tnulelofy fanfsugiuresuy OMAS scale flndlApstu fuslunstssiuadsd 6 uay
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v R v Y Y a v
wuuduiindayagidnsiulasen1sie (Case record form)

Project; Comparative efficacy of povidone-iodine gargling to benzydamine
hydrochloride (Difflam®) to prevent oral mucositis from chemoradiotherapy in
localized stage head and neck cancer

Part A: Demographic characteristics at the first visit

1. Age= years old

2. Gender: D 1. Male D 2. Female

3. Income
D < 20,000 B/month
D 20,000-29,999 B/month
D 30,000-39,999 B/month
D 40,000-49,999 B/month
D > 50,000 B/month

4. Weight: . Kg. Height: . cm.
5. History of smoking exposure: D -9. Not available — Skip to Question #6
1) Ever been a smoker? D 1. Yes D 2. No — Skip to Question #6
2) Duration of smoking: years D -9.Not available
3) Duration after the last smoking: years D -8.Not stop yet D -9.Not available

4) Average cigarettes smoked per day at time of smoking:

Part B: Diagnosis

6. Date of first diagnosed H&N CA: (1% pathology date) 215
7. Tumor histology: D 1. Adenocarcinoma D 2. Squamous cell carcinoma
3.0thers oo
8. WHO Pathology:
9. Initial Staging: 8" AJCC T= = M= Stage=
10. Primary tumor site: D Oral cavity D Oropharynx
D Nasopharynx D Larynx D Others ...........

11. ECOG PS before start treatment D 0 D 1 D 2
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Part C: Treatment

12. Curative surgery D No

S, e v vttt
13. *Type of radiation D 1. Definitive D 2. Post-operative
14.  *Chemotherapy regimen D 1. Weekly cisplatin
D 2. Triweekly cisplatin
D 3. Weekly carboplatin
15. Technique of radiation: D 1. VMAT D 2. IMRT D 3. Others.............
16. Mean oral cavity dOS€ .........c.oiiiiiiiiiiiiiii Gy
17 V30 ..o %
18. V40 ...l %

The Oral Mucositis Assessment Scale (OMAS) ; Ulceration, pseudomembrane /erythema score
(provide 2 score)

Visit 1 Visit2 | Visit3 | Visit4 | Visith Visit 6 Visit 7 Visit 8

Date

Upper lip

Lower lip

Right
cheek

Left cheek

Right
ventral and
lateral
tongue

Left ventral
and lateral
tongue

Floor of
mouth

Soft palate

Hard palate

Definition
Ulceration/pseudomembrane 0 = no lesion, 1= < 1cm?, 2= 1-3 cm?, 3= > 3cm?

Erythema 0= none, 1= not severe, 2= severe
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NCI-CTCAE V5.0 for mucositis grade

CTCAE | Visit1 Visit 2 Visit 3 Visit 4 Visit 5 Visit 6 Visit 7 Visit 8
Grade

Definition from CTCAE V5.0
Grade | : Asymptomatic or mild symptoms: intervention not indicated

Grade Il : Moderate pain or ulcer that does not interfere with oral intake: modified oral
indicated

Grade 111 : Severe pain; interfering with oral intake
Grade IV : Life-threatening consequences; urgent intervention indicated

Grade V : Death

Visit 1 Visit 2 Visit 3 Visit 4 Visit 5 Visit 6 Visit 7 Visit 8

Prescribe
xylocaine
Viscus

Opioid
prescription
Morphine or
Fentanyl

Retain NG
tube

Required
hospitalization
for supportive
RX

Antibiotics
prescription

Antifungal
prescription

Mark Y =yes/N = no




wuuUseiiuanunenela (Patient’s satisfaction form)
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wuussiuaunenalanmslduineinaauiniedasiuanzidayveasundnieauy

TugUnelsnuzisefsuzuazae

AU lUsanaudniunnd1niy tnevinesessmang x asluteanisuniewsasde

wnliwilaliidenseulutenfninlndifsanian

dauil 1: Jeyaly

1. e

2. 98

nelaraLfau

w

[ asnin 20,000 vm

(1 20,000 - 30,000 Un
[ 30,000 - 40,000 U
1 40,000 - 50,000 UM

Q Faust 50,000 U Tl

1%

] o =< Aa o an/ 14 !
daun 2: Anudswelandasuieinaruinluaiumie

AMUNINDle

mﬂﬁqm 110 Uunang oy
(5) (4) (3) (2)

ANUNAN AN

1. 58319 UwINaUN

2. #@v99ne1nalun

3. NAUYIUIYINAIUIN
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ANMUANINDLa

mm?’iq@
(5)

4N

Y1unang
(3)

4. 3ULUUUTITTUN

5. AMUALAINIUNT LY

AUUIEENT AN

6. UIIMIDIN1SUIRLUYRIUIN

7. hAUSoUTaUUNINLAZTDIUIN

8. ¥15auUNNATYaIUIN

9. UNnueig

10. NAUDIMNS LAY

11. SUSA¥INIMTEAUINTY

12. dnanewnilen

13. iuAnd anuisnelalagsinvewiunadldiieinaiinegluseaule

10

1= lainala

10 = walauniign
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lna1sTutayauarA1esuIEdmIUdd13u3Te (Information sheet)

Falas9n15998 N15ANwIUSEUIBUUSEANS AMNUeen1sigUIeInaaUIn povidone-iodine fiv

benzydamine hydrochloride (Diffam®) lun1slieatunnzideydesindniauludiiesuzi5edsee

LaLABNLASUNISSNEIPENTSRNeSIES A URIUIUR

faduayun1sIde (egluseninanisiuve) vuatuayusvanfunaulny Anzunmemans

PNAINTUUING Y

€

LY

g¥iga

e
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=%
©

MegvinuvseanuAnuveyive

UWINYIAY
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WaSINSANNRAMD 24 Talald

[3
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IPKSEIPE )

=
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©

(%

egiinuviean ufnwiveside

s o

LRSS INTANNNYINU

WaSINSANNRAMD 24 Talald
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Bou  fidhsulasinsidennvinu

HA.AT.NEY. YHAN Iurenyinnu

AAIYIBIYIAANT AUTUNNEAIARS JWIAINTA]

1873 auuwses N 4 wwasunuiu vy
FWIANFUNNUMIUAT 10330

02-256-4533

081-943-9344

UNNABYAWNT WAYUzY

WLy IAEnS 15INEIU1AWNAINTA

1873 auuwsesIui 4 uwwasunuiu ladvuiy
JIWIANTUNNUMIUAT 10330

02-256-4533

063-363-6264

ulasudglidisululasimsidetliemniuiinuauifinsmiuinaginisfndend

1A5IN5IeUla LA

- esumsitadendulsaugiedsuziazae l95unsshwdienisanesadunnni 66 Gy

- lasundiunUnans cisplatin vi3e carboplatin dUansiazAse
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- LifivseiRuiuneinaauin povidone-iodine %39  Benzydamine  hydrochloride
(Difflam®)
Tngdanunlakasduanaziinsinlasenis  Jansunvinuazanaulansiulunsdnenive

Aanand  aebiviueenasatuliegnediiin  welwiulivsuiwvenanazasdenuainis

[
@ [

Anw3deluassll mnviuiideasdelag Wady nsandnaiuainiiunuresnnds

o (%)

1398 MIawNNG

[

A3uviMdeTanz dudanunsoneumauuagliniunsgarsunvile

[

YINUAILITAVBALUE U UNTS9150TASINSITERIINATIUATY LU IaWNNIUTEIA7
a991ule vinuinaregraiganelunisdndulalaedasy avudndulawaiinaziinsiulu

1A59N1573981 Vo livnuaIuNlUeNA1SHEAIAINNE UL DNVBILASINISIVYT

<
LUANAAINUUNN

TsauzSafswruaragnimualiifunguress feiliiatulumaiumeladiuuunay
Hadeusnadsuziardine ﬁﬁ]ﬁ;ﬁ’uﬂszmﬂiﬂ"ﬂaﬂL?JuisﬂmL%ﬂﬁiml,l,azﬂammﬂﬂ 650,000 518
waztdedInndn 330,000 s1esel Anadifvesaatuuzisuiand (Ussnalne) nuiuzisefsue
wazaoduuzifeiinusnnilandu 5 Susuusn masnuilsauzifelseneusenisindn nsaeded
wazadu1dn 81n1sunsndauaInnIsinwIdangnd leud 1nsstnshia (Trismus) Unnuisainsay
thangviauanas (Xerostomia) maé’nmwauﬁaﬂwﬁamm (Mucositis) uazdue

Tutlaq¥u Benzydamine hydrochloride (Difflam®) T§suniseausuindueniigizan
amzunsndeuduliun nssniauveadoytesuin (Mucositis) :mnms3nwidhensaiefiduaziad
UrdntufaeugSefseenarae lagen Benzydamine hydrochloride (Difflam®) Tuawinnissne
15 3% Yuaw 4 ada Tusian 72 vinsetu gnussyfustuentnd Jebiaunsadnldessuudns
Usgiugunmdumi vaigdt povidone-iodine Ssgnussaidueilutiyuasisangnnitsanis 10
Win

feiu mafiniFsadieuiisulssBnsnmaeshenndauini 2 vialumstiosiuams
Woyresndniavdadunatrndsaainnisinmdenisasfiduaziaiivda suazinlugnis

wWasuuUawasgiunssnwsely

19 Us2aIAVIN1TANE

1. WeAnw1Uszdnsnimwesnislduisnnaluin 1% povidone-iodine i Benzydamine

hydrochloride (Difflam®) lunmstesiunneideudosndnauluiireuzisfsueuazae

o w

PlAsun1ssneImen1saesadsIuiualv1Un
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2. ednwanuiisnalavesithenlasueinaiuin 1% povidone-iodine fiu Benzydamine
hydrochloride (Difflam®) Tun1stlesiunnsidaydesundnauludUlsussfisseuazae

o

Alesunissnwsenisanesidsuduweividn

A5n15inetaenun15I8

mideasailiunsinsuuugiissmsneide (Double-blind) ifidiululasiniside
314U 70 AU LLﬂQLi‘Jumjmﬁlﬁ%’m}wmﬂgamﬂ 1% povidone-iodine ka¥ Benzydamine
hydrochloride (Difflam®) ludndaudivinfu ieidsuifisulssansamiieindauin povidone-
iodine wa¥ Benzydamine hydrochloride (Difflam®) Inensguaganilatiadade 1. sunuunisang
$BifienTameain(Definitive RT) w3an1sanesediasy (Adjuvant RT) 2. sunvsvaslsauzidein
JunziSmaalnssayn (Nasopharynx CA) viseliilguziiavaalngsayn (non-nasopharynx CA)

mnviudauaudfnunaeisndt fde lasunidedeindulsauzsidsveuazae 195U
ns¥wnenisatesidunnndt 66 Gy uarlasuialiundngns cisplatin 38 carboplatin dUanviay
ads lalfiuseSRusichenndaunn povidone-iodine %38 Benzydamine hydrochloride (Difflam®) &

[

mudilauarBuiifiaziinsnlasens wdmanvilianuduseninsulasensised viuey s
dhenndauan 1% povidone-iodine 38 Benzydamine hydrochloride (Difflam®) Tudndiu 1 ¢
1 Aeudumssnwdesnaiviiauaznisaiesed mﬂﬁ?uwwﬂw;:ﬁ%’awﬁmﬁﬂizLﬁumié'mau
yoadeyrosin 9 dumiiing OMAS (Oral Mucositis Assessment Scale) iudayanisldoud
U1 mslaguansenmsuiumavielienns (Feeding tube) waznisladsuensindeuuaiiGonaside
Mussamasinsmaensy sz naiiniulasins nsfamunadnafesnnnsinuibeyresiin
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