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Panh gia doc tinh viém niém mac miéng do xa tri ngoai
ung thu vom hau

Radiation-induced oral mucositis in nasopharyngeal cancer

Lam Dic Hoang, Tran Anh Hii Hd Bénh vién Ung buéu TP Hé Chi Minh
Pham Thj Kim Pho, Nguyén Thi Kim Hong

Tom tat

Muc tiéu: Xac dinh muc dé va cac yéu to anh hudng dén déc tinh viém niém mac miéng cap do xa tri
ngoai ung thu vom hau. Déi tugng va phuong phdp: Nghién clu cat ngang mo ta. Bénh nhan ung thu
vom hau giai doan | dén IVa dugc xa tri ngoai triét dé c6 hay khong hoa xa dong thai tai Khoa Xa tri Dau
¢6 - Tai Mai Hong - Ham Mat, Bénh vién Ung budu TP. H6 Chi Minh tir 01/02/2022 dén 31/10/2022. Bénh
nhan dugc danh gia doc tinh viém niém mac miéng cadp méi tuan tur lic bat dau xa tri theo thang do cla
Vién Ung thu quéc gia Hoa Ky 4.0. Cac bién s6 lién quan dén bénh nhan va giai doan bénh, phuong
phap diéu tri dugc ghi nhan thong qua ho so bénh an. Két qud: Mau nghién ctiu gém 126 bénh nhan, ghi
nhan 100% trudng hgp c6 viém niém mac miéng trong suét qua trinh diéu tri, trong dé ti I& viém niém
mac miéng dé 1, dé 2, dé 3 lan lugt la 25,4%, 68,3% va 6,3%. Da s6 cac trudng hgp viém niém mac miéng
bat dau xuat hién ti tuan th hai, muic d6 viém niém mac miéng tang dan vé cac tuan cudi ctia qua trinh
xa tri. Nghién ctu clia ching téi ghi nhan khong c6 méi lién hé gilra viém niém mac miéng do xa tri vdi
cac yéu t6 lién quan dén bénh nhan nhu tudi, gidi tinh, tinh trang hat thudc 13, dai thdo dusng, BMI
trudc diéu tri, xép hang budu, xép hang hach, giai doan bénh hay cac yéu t6 lién quan dén diéu tri nhu
hoa xa tri dong thai, liéu trung binh hoc miéng, liéu téi da héc miéng, liéu trung binh tuyén mang tai.
Nguac lai, nghién ctru nay cho thay ti I& viém niém mac miéng d6 3 8 nhdm xa tri ky thuat 3D cao hon so
vGi nhém IMRT (p=0,003) va sut can > 5% trong lugng ca thé 6 ti 1é viém niém mac dé 2 va dé 3 cao
hon nhém sut can < 5% (p=0,021). Két ludn: Viém niém mac miéng la déc tinh cap gap & hau hét bénh
nhan xa tri ngoai ung thu vom hau. Ky thuat xa tri va mudc do6 sut can la hai yéu t6 anh hudng dén muc
dd viém niém mac do xa tri ngoai ung thu vom hau.

Ttrkhod: Viém niém mac miéng cap, ung thu vom hau, hoa xa tri dong thaoi.

Summary

Objective: In this study, we aimed at evaluating the frequency and potential risk factors affecting
acute radiation-induced oral mucositis in nasopharyngeal cancer. Subject and method: A descriptive
cross-sectional study. Between February and October 2022, one hundred twenty six patients with
nasopharyngeal cancer stage | to IVa received radical external radiation therapy with or without
concurrent chemoradiotherapy. They were evaluated for mucositis toxicity according to the NCI-CTC 4.0
every week from the start of radiation therapy. The variables related to the patient and the stage of the
disease, the treatment method are recorded through the medical records. Result: All patient developed
oral mucositis (grade 1 in 25.4%, grade 2 in 68.3% and grade 3 in 6.3%). Most cases of oral mucositis
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manifested from the second week, gradually increased in grades and frequency towards the last weeks
of radiation therapy. In our study, neither patient-related factors such as age, gender, smoking status,
diabetes mellitus, BMI before treatment, stage nor treatment-related factors such as concurrent
chemoradiotherapy, oral cavity mean dose, oral cavity max dose, mean dose of both parotids were
related with radiation-induced oral mucositis. In contrast, this study found that the rate of grade 3 oral
mucositis in 3D radiation technique was higher than in the IMRT group (p=0.003) and body weight loss
over 5% was the risk factor for severe oral mucositis (p=0.021). Conclusion: Oral mucositis is the acute
toxicity seen in most patients receiving external radiation therapy for nasopharyngeal cancer.
Radiotherapy technique and body weight loss are two factors that influence the grade of mucositis in

nasopharyngeal cancer.

Keywords: Radiation-induced oral mucositis, chemoradiation therapy, nasopharyngeal cancer.

1.Pat van dé

Ung thu vom hau la loai ung thu it gap trén thé
gidi, ti Ié luu hanh chung cho ca hai gidi khoang
1,2/100.000 dan. Tuy nhién, suat d6 ung thu vom
hau rat khac nhau gilta cac vung dia ly va chiing téc,
trong do6, Viét Nam ding thur 5 trén thé gidi vé sé ca
méac mdi. G Viét Nam, ung thu vom hau ding thir 9
vé suat do va la ung thu thudng gap nhat trong cac
ung thu vung dau c6 [1]. Diéu tri ung thu vom hau
doi hoi su két hop da mo thuc, trong do6 xa tri la
phuong thtic chinh yéu trong hau hét cac giai doan,
mang lai lgi ich vé kiém soat tai chd tai vung, tuy
nhién cling gay nén nhitng doc tinh lam anh hudng
dén tuan tha diéu tri va chat lugng cudc séng cla
bénh nhan.

Viém niém mac miéng la bién ching cép tinh
thudng gdp nhat & bénh nhan xa tri vung dau cé,
lam gidm kha nang an udng va giao tiép cta bénh
nhan, tang thai gian ndm vién va chi phi diéu tri®?.
Tinh trang viém niém mac miéng do xa tri bi dnh
hudng bai nhiéu yéu t6 lién quan dén bénh nhan,
bénh nén di kém va yéu t6 lién quan diéu tri nhu
phac d6 hoé xa dong thdi, tong liéu, phan liéu va ky
thuat xa tri. Viéc xac dinh cac yéu té nguy cg, tir dé
phong ngua, phat hién va xu tri kip thdi viém niém
mac miéng la viéc lam cap thiét. Hién tai, c6 nhiéu
hudng dan xur tri viém niém mac miéng do xa tri, tuy
nhién tinh dong thuan gitta cac trung tam chua cao.
Da sé cac nghién ctu hién tai tap trung vao van dé
diéu tri ung thu, viéc nghién ctu vé doc tinh viém
niém mac miéng & bénh nhan xa tri ngoai vom hau
van chua dugc quan tam ding muc.

2. Déi tugng va phuong phap
2.1. Déi tuong

Bénh nhan ung thu vom hau dugc chan doéan va
diéu tri tai khoa Xa tri Dau c6 - Tai Mai Hong - Ham
Mat, Bénh vién Ung budu Thanh phé H6 Chi Minh tir
ngay 01/02/2022 dén ngay 31/10/2022 thoa tiéu chi
chon bénh sau:

Tiéu chudn chon bénh

Carcindbm té bao gai siting hdéa hoac carcinbm
khong sting héa hodc carcindm khong biét hoa cla
vom hau.

Giai doan | dén IVa theo AJCC 8.

Bénh nhan dugc diéu tri bang xa tri ngoai triét
dé véi tong liéu 66-70Gy/phan liéu 2,12-2,2Gy cb
hay khéng hod xa dong thgi vdi cisplatin liéu thap
mai tuan (30mg/m?/tudn x 6 chu ky).

Bénh nhan ti 18 tudi trd 1én.

Bénh nhan tuan tha diéu tri va theo doi trong
qua trinh xa tri.

Tiéu chudn loai trur

Ung thu vom hau tai phat hodc kém theo ung
thu nguyén phat thu hai.

Bénh nhan c6 tién can xa tri viing dau cé.

2.2, Phuong phdp
Nghién ctru cat ngang mo ta
Cb6ng cu do luong

Panh gia muc d6 viém niém mac miéng do xa
tri theo thang do cta Vién ung thu quéc gia Hoa Ky
ban 4.0.
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Phuong phdp phan tich dir liéu

S6 liéu sé dugc ma hda, nhap liéu va phan tich
bang phan mém SPSS phién ban 25.0.

Méi tuong quan gilta cac bién sé dugc dung
phép kiém Chi binh phuong hay Fisher exact cho
bién dinh tinh va phép kiém T-Student hay ANOVA
cho bién dinh lugng, véi chi sé p<0,05 la c6 y nghia
thong ké

3.Két qua
Ddc diém ldm sang va diéu tri

Mau nghién ctu cla ching téi ghi nhan dugc
126 trudng hgp thoa tiéu chi chon bénh, két qua vé
dac diém 1am sang va dac diém diéu tri duoc ghi
nhan trong Bang 1.

Bang 1. Dac diém lam sang va diéu tri

Péc diém n (%)
Tudi (trung binh + d6 léch chuén) 50+ 11
s Nam 94 (74,6)
Gidi N
N 32 (264)
U & 51(40,5)
Huat thuoc 13 -
Khéng 75 (59,5)
Nhe can 71 (56,3)
BMI trudc diéu tri Binh thuong 27 (21,4)
Thua can 28 (22,2)
I 4(3,2)
o I 33 (26,2)
Giai doan bénh
M 32 (254)
Y 57 (45,2)
} i . | Co 51(40,5)
Hoa xa tri dong thai -
Khéng 75 (59,5)
o ) 3D 45 (36)
Ky thuat xa tri
IMRT 81 (64)

Trong 126 trudng hgp dugc nghién cuu, ghi
nhan tudi trung binh 1a 50 tudi, nam gidi chiém da
sO VGi 74,6%. Ti 1&é bénh nhan nhe can trudc diéu tri
chiém da s6 vaéi 56,3%.

Hon 70% bénh nhan trong mau nghién clu cla
chung t6i dugc xép giai doan lII-IV, trong d06 ti [é hoa
xa tri déng thoi la 40,5%. Trong 126 trudng hagp
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dugc nghién ctu, c6 81 bénh nhan dugc xa tri bang
ky thuat IMRT, chiém 64%.

D4c tinh viém niém mac miéng cdp

Nghién ctu ctia chung téi ghi nhan 100% bénh
nhan c6 viém niém mac miéng trong qua trinh diéu
tri, trong dé viém do 2 chiém nhiéu nhat véi 68,3%
va ¢6 8 trudng hgp viém niém mac doé 3 chiém 6,3%,
khong ghi nhan trudng hgp nao viém doé 4 trong
mau nghién cdu.

Bang 2. Phan bé theo ddc tinh viém niém mac
miéng cap

Muic dd viém cao nhat Sd ca Tilé %
P61 32 25,4
b6 2 86 68,3
D63 8 6.3
Téng 126 100

D4c tinh viém niém mac miéng cdp theo tudn

Trong nghién clu cta chung téi, da sé cac
truong hgp viém niém mac miéng bat dau xuat hién
tuU tuan tha hai véi viem dé 1 chiém 84,1%. Cang vé
cac tuan cudi ctia qua trinh xa tri, miic d6 viém tang
dan dat dén 45% bénh nhan c6 viém d6 2 vao tuan
thi ndm va gan 60% bénh nhan c6 viém dé 2 & tuan
thu 6-7 ké tur khi bat dau xa tri. Trong nghién cudu
clia chung t6i ghi nhan co6 8 trudng hgp viém niém
mac miéng d6 3, trong do 2 tru’dng hop dau tién
xudt hién tU tuan tha tu, rai rdc & cac tuan sau do.
Khong ¢6 trudng hgp nao viém niém mac miéng do
4 trong nghién cdu nay. Ti 1&é va muic d6 viém niém
mac miéng cap dugc thé hién qua Biéu do 1.

Miic dé viém niém mac miéng timg tuan

o
oo BB 16%
90% o
80% 24.6% 30,2%
44,4%
70% 58,7%

57.9%

84,1%
50% 96,8%

40%

) 75 4% 6., = l

30% 53.2%

20% . 41.3% 38,9%

i
o% o,s'-/ 0,8%

Tuan 1 Tuén 2 Tuan 3 Tuan 4 Tuan 5 Tuan 6 Tuan 7

mKhong viem ®mViém do 1 Viemdo2 mViémdo3

Bi€u do6 1. Muic d6 viém niém mac theo tuan
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Cdc yéu té anh huéng viém niém mac miéng cdp phap diéu tri, ky thuat xa tri dugc dua vao phép
kiém méi tuang quan véi doc tinh viém niém mac va

Cac yéu té lién quan dén bénh nhan nhu tudi, ,
y ; i dugc thé hién trong Bang 3.

gidi tinh, hut thudc 14, BMI trudce diéu tri va cac yéu
t6 lién quan dén diéu tri nhu giai doan, phuong

Bang 3. Cac yéu t6 anh huéng déc tinh viém niém mac miéng cap

. Muc d6 viém niém mac cao nhat
Yéu to " R N p
bo1 bo 2 b6 3
o Nam 21 (22,3%) 66 (70,2%) 7 (7,4%)
Gidi tinh - 0,321
NG 11 (34,4%) 20 (62,5%) 1(3,1%)
’ Lo co 14 (27,5%) 33 (64,7%) 4 (5,3%)
Hut thuoc 13 " 0,74*
Khoéng 18 (24,0%) 53 (70,7%) 4 (5,3%)
BM| gi Nhe can 17 (23,9%) 49 (69%) 5 (7%)
trudc did
e e AR T Binh thusng 6 (21,4%) 21 (75%) 1(7,4%) 0,762*
' Thtra can 9(33,3%) 16 (59,3%) 2 (6,3%)
I 3 (75%) 1 (25%) 0
. Il 8(24,2) 22 (66,7%) 3(9,1%)
Giai doan 0,400*
11 9 (28,1%) 22 (68,8%) 1(3,1%)
v 12(21,1%) 41 (71,9%) 4 (7%)
o .| 3D 5(11,1%) 34 (75,6%) 6 (13,3%)
Ky thuat xa tri 0,003
IMRT 27 (33,3%) 52 (64,2%) 2 (2,5%)
Phuong phap | Hod xa tri dong thai 11 (21,6%) 36 (70,6%) 4 (7,8%) 0.649*
diéu tri Xa tri don thuan 21 (28%) 50 (66,7%) 4 (5,3%) '
o .| =5% 20 (37,6%) 31 (58,5%) 2 (3,9%)
Muc do sut can 0,021
>5% 12 (16,4%) 55 (75,3%) 6 (8,3%)

*p la gid tri cGa phép kiém Fisher’s Exact

Trong nghién ctu clia ching t6i ky thuat xa tri va muic d6 sut can cé tuong quan c6 y nghia thong ké véi
muic do viém niém mac miéng cap. Két qua so sanh liéu xa Ién h6c miéng va tuyén mang tai gilra ky thuat 3D
va IMRT dugc thé hién trong Bang 4. Trong nghién ctiu clia chiing t6i, liéu xa trung binh héc miéng cla ky
thuat 3D va IMRT xap xi nhau véi gia tri 40-41Gy, tuang tu, khéng co su khac biét vé liéu téi da héc miéng
gitra ky thuat 3D va IMRT (p=0,091). Tuy nhién, ghi nhan liéu trung binh tuyén mang tai (+ dé léch chuan) &
nhém bénh nhan xa tri bang ky thuat IMRT la 36,5 + 6,2Gy thdp hon dang ké so v6i nhom xa tri bang ky
thuat 3D vai gia tri 61,4 + 14,1Gy (p<0,001).

Bang 4. Liéu xa héc miéng va tuyén mang tai

Trung binh + D3 léch chuan

Co quan quy p
3D IMRT
! Dmean 41,8+10,6 40,3+5,3 0,401
Hoc miéng (Gy)
Dmax 68,7+ 134 722 +2,7 0,091
Tuyén mang tai Dmean 61,4+ 14,1 36,5+6,2 <0,001
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4.Ban luan

Mtic @ viém niém mac miéng

100% bénh nhan trong nghién ctu clia ching t6i c6 viém niém mac miéng trong qua trinh diéu tri,
trong do ti & viém d6 2 chiém nhiéu nhat véi 68,3%, két qua nay tuang dong véi cac tac gia khac.

Bang 5. Ti lIé va muic d6 viém niém mac miéng

Muic dd viém niém mac miéng cao nhat

Nghién citu Giai doan Thang diém
P61 P62 P63
DBang Huy Quoc Thinh (2012) [3] -1Vb 13,2% 69,4% 17,4% CTCAE4.0
Tran Thi Kim Phugng (2018) [4] Il 14,5% 61,3% 24,2% RTOG
Nghién ctu nay I-IVa 25,4% 68,3% 6,3% CTCAE4.0

Viém niém mac miéng va cdc yéu té anh hudng

Nghién ctiu cia ching t6i ghi nhan ti [& viém niém mac miéng d6 2 - dé 3 & nhom xa tri bang ky thuat
IMRT thédp han so v6i nhom xa bang ky thuat 3D (p=0,003), két qua nay tuang déng vai nghién cliu clia cac
tac gid Mahmoud (2018), Moon (2016) va cac tac gia khac dugc mé ta trong Bang 5.

Bang 6. Cac nghién ctru so sanh muic d6 viém niém mac miéng giira ky thuat IMRT va ky thuat 3D

. . Tilé viém niém macdo =3 Thang
Nghién ciu n Giai doan o p
IMRT (%) 3D (%) diém
Clavel (2012) [5] 249 -1v 75% 77% RTOG 0,33
Ghosh (2015) [6] 59 -1V 0% 7% RTOG 0,671
Mahmoud (2018) [7] 54 l-Iv 70,8% 90% RTOG 0,01
Moon (2016) [8] 1237 I-IvV 23,5% 11% RTOG <0,001
Nghién ctu nay 126 I-IVa 2,5% 13,3% CTCAE 4.0 0,003

Bén canh do, nghién cliu clia chung t6i con ghi
nhan cé su tuong quan gitta muc d6 sut can va muc
ddé viém niém mac miéng. Ti 1é viém niém mac
miéng d6 2 trd 1én & nhém sut can > 5% va nhém
sut can < 5% lan luot 13 80,6% va 62,4%. G cac bénh
nhan xa tri ving dau cé néi chung va xa tri ung thu
vom hau ndéi riéng, bénh nhan an uéng kém do kho
miéng, mat vi gidc, dau miéng, loét miéng trong
viém niém mac miéng cap, dan dén viéc sut can.
Bénh nhan sut can, lam gidm lugng dam trong mau
la nguyén nhan gdy cham lanh vét loét, tir do6 kéo
dai thém tinh trang viém niém mac miéng, tao
thanh mét vong ludn quéan sut can va viém niém
mac miéng & bénh nhan xa tri ung thu vom hau.
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Trong nghién ctu clia ching t6i, khéng cé su
khac biét vé muc dé viém niém mac miéng gilra 2
nhém hod xa tri dong thaoi va xa tri don thuan, két
quad nay tuong tu vdi nghién cldu cla tac gid Pang
Huy Quéc Thinh (2012) va Clavel (2012). Tuy nhién,
mot vai tac gid khac nhu Yang (2018) va Aftab (2020)
ghi nhan ti 1& viém niém mac miéng d6 3 tr& 1én &
nhom hod xa tri dong thoi cao hon so véi nhom xa
tri don thuan. Su khong tuang dong nay co thé do
khac biét vé lua chon thang diém danh gia muc do
viém niém mac miéng gilta cac nghién ctu khac
nhau la khac nhau. Bén canh d6, nghién cltu cda
chuiing t6i va tac gia BDang Huy Quéc thinh (2012) st
dung cisplatin 30mg/m* da hang tuan, trong khi d6
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nghién ctu cla tac gia Yang (2018) va Aftab (2020)
hod xa tri déng thai véi cisplatin 80-100mg/m? da
moi 3 tuan. Phac d6 hoa xa tri dong thai maoi 3 tuan

gay bién ching cap nhiéu hon phac d6 méi tuan da
dugc chiing minh trong nhiéu nghién ctu.

Bang 7. Hoa xa tri déong thai va viém niém mac miéng

Tilé viéem niém mac do = 3 Thang
Nghién cdiu n Giaidoan |, 4 xatridong | Xa tri don thuan diém P
thoi (%) (%)
D.H.QThinh (2012) [3] 235 -IVb 24,8% 9,6% CTCAE 4.0 0,081
Clavel (2012) [5] 249 -1v 77% 75% RTOG 0,33
Yang (2018) [9] 198 I-IVb 38,8% 16,8% CTCAE 3.0 <0,001
Aftab (2020)[10] 124 1-11 24,2% 8,1% CTCAE 3.0 0,004
Nghién ctu nay 126 I-IVa 7,8% 5,3% CTCAE 4.0 0,649

5. Két ludn

Nghién ctu cla chidng téi rat ra dugc vai két
ludn nhu sau:

100% bénh nhan c6 viém niém mac miéng, d6 2
chiém nhiéu nhat véi 68,3%. Ti I1é va muc dé viém
tang dan trong qua trinh xa tri.

Ti 1& viém niém mac miéng d6 2 va d6 3 cla ky
thuat IMRT (66,7%) thap hon so véi ky thuat 3D
(88,9%).

Sut can > 5% cé tuong quan v&i muc do viém
niém mac.
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