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Ngb Thanh Tung.
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DANH MUC CHU VIET TAT

AJCC : Uy ban lién hop vé Ung thu Hoa Ky

(American Joint Committee on Cancer)
ASCO : H61 Ung thu 1am sang Hoa Ky

(American Society of Clinical Oncology)

CSCO : Hoi Ung thu 1am sang Trung Qudc

(Chinese Society of Clinical Oncology)
CTCAE : Tiéu chuan thuat ngir chung cho cac bién cé bat lgi

(Common Terminology Criteria for Adverse Events)
CTV : Thé tich bia 1am sang (Clinical Target Volume)
EBV . Virus Epstein -Bar (Epstein-Bar virus)
EORTC : T6 chac Nghién ctru va Diéu tri Ung thu Chau Au

(European Organisation for Research and Treatment of Cancer)
QLQ-C30  :30 cau hoi cbt 18 vé chat luong cudc séng
(The EORTC Core Quality of Life questionnaire)
QLQ-H&NS3S5 : 35 cau hoi chuyén biét vé chat lugng cudc séng trong ung thur
dau c6 (EORTC Quality of life - Head and Neck Cancer Module)

ESMO ; Hoi Ung thu Chau Au (European Society for Medical Oncology)
GTV . Thé tich khéi u thd (Gross Tumor Volume)
HR : Hazard ratio
IMRT ; Xa tri diéu bién liéu (Intensity-modulated Radiotherapy)
OAR ; Co quan nguy cap (Organs at risk)
OR : Ty s nguy co (Odds ratio)
PET/CT ; Chup cit 16p phat xa positron

(Positron Emission Tomography/Computed Tomography)
PTV ; Thé tich 1ap ké hoach diéu tri (Planning Target \Volume)
QoL ; Chat lugng cudc séng (quality of life)
RR ; Nguy co tuong dbi (Relative risk)
SEER ; Chuong trinh Giam sat, Dich t& hoc va Két qua Cudi cling

(The Surveillance, Epidemiology, and End Results Program)
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PAT VAN PE

Theo bao cao cia GLOBOCAN 2020, trén toan thé gisi c6 tong s6 133.354
ca mé&i mic (chiém 0,7% tong sb ca ung thu méi mac) va 80.008 ca tir vong do
ung thu vom hong (0,8% tong sb ca tir vong do ung thu)™. Viét Nam 1a mét trong
nam qudc gia cé ti 1& mac bénh va sé ca t vong do cin bénh nay thudc nhém cao
nhat thé gisi2.

Phan tich trén hé théng dix liéu ghi nhan ung thu ctia Hoa Ky (SEER) nam
2018 cho thay ty 1¢ song thém toan bo 5 nam (sau hiéu chinh) da cai thién dang
ké theo thoi gian, tir 36,0% s6 ca duoc chin doan trong giai doan 1973-1979, Ién
41,7% & thoi ki 1980-1989, dén 46,6% trong nhitng nam 1990-1999, dat t6i 54,7%
trong khoang nim 2000-2007 (p <0,01)3.

O ki nguyén cua diéu tri hién dai, tir dir liéu & Hongkong c6ng bd nim 2018
trén 3.328 ca xa tri bang IMRT, vai thoi gian theo dai trung binh 80,2 thang cho
thay ty I¢, song thém toan bo sau 5 nam dat 93,2%; 86,6%; 80,5%; 65,1%:; 63,2%
twong ung véi giai doan I, I1, 11, IV (theo giai doan AJCC 7™M,

Do sy gan, st vé giai phau caa vom hong véi cac cau tric quan trong va yéu
cau can dat lidu cao vao thé tich bia dan téi nguy co gy bién cb bat loi do xa tri
rat Ion. Tong ty 1é bién chiing do xa tri ki thuat thong thuong dao dong tir 31%
dén 66%, véi cac di chiing nang né nhu hoai tir thuy thai dwong, mat thinh giéc,
khd miéng, xo hoa cb, rdi loan chirc ning cac day than kinh so ndo, réi loan chic
nang ndi tiét, hoai tr mé mém, hoai tr xwong va viém tiy c6. Chan doan ton
thuong do xa tri ¢4 thé khd va phai loai trir do cac nguyén nhan khéc (dic biét 1a
do bénh tai phat)®.

Maic du ti 1& doc tinh thap hon dd dat duoc véi cac ki thuat xa tri hién dai,
nhitng ngudi song sau diéu tri van cé thé bi cac bién ¢ bat lgi man tinh do xa tri
nhu mét thinh lyc, bénh than kinh so ndo va suy giam nhan thic tién trién va ton
tai dai déng nhiéu nim sau®. Sau diéu tri ung thu vom, cé thé c6 4,1% ti lé mac
bénh 4c tinh thi hai (2% sau 3 nam, 5% sau 5 nam va 8% sau 8 nam) v4i hau hét

phat sinh & duong tiéu hoa trén’. Chat luong cudc song cua ngudi bénh ciing bi



anh huong dang ké sau diéu tri mot thoi gian dai; mac du viéc diéu tri duoc danh
gia la thanh cong. Mot sb tac gia ciing dd dua ra khuyén céo cua viéc can thiét
thuc hién cac nghién ctiru vai thoi gian theo déi can thiét trén 5 nam dé c6 thé dinh
lwong dy du su phét trién cac doc tinh muon®.

Trong giai doan 2010-2013, hda xa ddng thai véi cd/khdng hoa tri bo tro
duogc coi 1a diéu tri chuan cho ung thu vom giai doan 111-1V. Héa xa dong thoi
cling dugc khuyén cao cho giai doan 11 dU it bang chang (trong khoang thoi gian
nay)> 8. Bén canh do, tap trung vao két qua do luong do bénh nhan bao céo
(patient-reported outcomes (PROs) da c6 tir vai thap ky gan day trén nhitng bénh
nhan bj chan doan ung thu noi chung®. Chat luong cudc soéng lién quan dén stc
khoe (HRQoL) 1a mot phan caa noi dung nay.

Phan 16n cac nghién ctiu vé hda xa tri ung thu vom hong tai Viét Nam ciing
nhu tai Bénh vién K cho dén nay, dai da s6 c6 thoi gian theo ddi dudi 5 nim va
khong danh gia chit luong cudc séng trén nhitng ca c6 song thém tir 5 nam tro
lén. Do vay, con thiéu dit liéu vé doc tinh muodn ciing nhu chat lwong cudc sdng
ctia ngudi bénh ung thu vom hong 1au dai sau diéu tri. Vi vay, dé tai nay duoc
thuc hién vai 2 muc tiéu sau:

1. Padnh gid séng thém va bién cé bat loi man tinh phdc dé hoa xa dong thoi
triét can bénh nhan ung thu vom miii hong giai doan 11-1VB tai Bénh vién
K ter 2010 dén 2013.

2. Ddnh gid chdt lwong cugc seng va mét sé yéu té anh huéng ¢ nhdm bénh

nhan song thém khéng bénh trén 5 nam.



Chuwong 1: TONG QUAN TAI LIEU
1.1. Ung thw vom miii hong
1.1.1. Dich té hoc va nguyén nhan

Theo béo cdo tir GLOBOCAN, uéc tinh trén toan cau nam 2020, ung thu
vom hong chiém 0,7% tong s6 ca ung thu mdi duoc chan doan (téng s6 133.354
ca mai mac) va la nguy@n nhan cua 0,8% tong sé ca tir vong do ung thu (80.008
ca tir vong ). Trong tép 5 trong quéc gia co ti 1é mac bénh va sb ca tir vong cao
nhat thé giGi c6 Viét Nam?.

Theo “Ganh n@ng toan cau ciia ung thw vom hong tir 2009 dén 2019: nghién
cizu quan sat dira trén nghién cizu vé ganh ngng bénh tdt toan cau 2019” (2021),
trén toan cau, co sy gia ting nhat quan cac ca mac tir nam 2009 dén nam 2019 (tir
121,65 x 10% vao ndm 2009 1én 176,50 x 10° ca vao nam 2019, tang 45,09%).
Ti 16 mic méi chuan hoa theo tudi (ASIR) ung thu vom miii hong ting tir 1,81
nam 2009 1én 2,12 vao nam 2019. Nguoc lai, ti 1€ tir vong do ung thu vom mii
hong cho thay c6 xu hudng giam: ti 18 tar vong chuan héa theo tudi (ASDR/age-
standardized death rate): 0,93 trong nim 2009 va 0,86 vao nim 2019; va c6 mdi
tuong quan ty 1& nghich véi chi sé nhan khau hoc x& hoi (sociodemographic index-
SDI) & hau hét cac khu vyc.

Tai céc qubc gia co ty 1& mic cao thi xu hudng mic cling nhu tir vong déu
c6 xu hudng on dinh hoic giam theo thoi gian. Ganh ning bénh tat va tan tat
(DALYs) do ung thu vom hong ciing giam. Nam gigi ¢6 ti & mac va t vong do
ung thu vom hong cao hon c6 ¥ nghia thong ké so vai nit giéi. Phan Ion bénh
nhan c6 d6 tudi khoi phét 16n hon 50 tudi. Két qua tir nhiéu nghién ciru cho thay
hat thude, nghé nghiép vei tiép xtc formaldehyde va st dung ruou 1a nhitng yéu

t6 nguy co chinh gay tir vong lién quan dén ung thu vom hong.



1.1.2. Gidi phdu va dién bién ti nhién
1.1.2.1. Vom hong

Hinh 1.1:Gidi phdu cdt ngang qua vom heng

Co thai duwong //
—_—] iy

Cor can

Co chan budm ngoai

G& voi nhi

b Ul
I

i nhi

songmachcannong —___ ||
Tuyén mang tai v
7 (

Tinh mach canh trong

e Mac ¢4 su, la nong (SL-DCF: superficial layer, deep cervical fascia)

Mac cb sau, I4 gitra (ML-DCF: middle layer, deep cervical fascia)(mac miéng hau
Mac cd sau, la sau (DL-DCF deep layer, deep cervical fascia)

=== Bao dong mach canh

Ngudn: CT neck anatomy demystified, 2016

Cha thich: PPS (Parapharyngeal space): Khoang canh hdu; PMS (Pharyngeal mucosal space):
Khoang niém mac hdu; MS (Masticator space): Khoang nhai; PS (Parotid space): Khoang mang tai;
CS (Carotid space): Khoang cdnh; RPS (Retropharyngeal space): khoang sau hdu; PVS (Perivertebral

space): Khoang quanh dét séng; PCS (Posterior cervical space): Khoang cd sau.

Vom mili hong bt dau tir treéc & sau 16 mili sau va kéo dai doc theo bor tw
do ctia kh4u cai mém 2. N6 bao gom thanh trén, thanh sau va thanh bén, noi chita
ho Rosenmuller va niém mac bao phu go voi tai tao thanh miéng 6ng Eustachian.
Thanh dwéi la bién trén ctia khau cai mém. Bién sau cia 16 miii sau va vach ngin
mili dwoc X&p vao nam trong héc miii. Khdi u vom xam 14n héc miii hodc hong
miéng nhwng khong cé xam lan khoang cin hau cé két qua diéu tri khong xau
hon cé y nghia thong ké so véi cac khoi u khu tra & vom hong. Xam 1an khoang
can hau dwoc dinh nghia 13 xdm 1an qua mac miéng hau vao khoang tam giac

bén hong.



1.1.2.2. Hach vung

Ung thw vom hong thwong biéu hién véi di can hach sém 2, gdm cac hach
sau hau va hach c6 (cad nhém hach canh va hach gai). Kiéu di can hach co trong
ung thw vom hong thwong doan dworc va theo “trat tu” tir trén xudng dwéi co.
Nhay coc hiém xay ra. Trong danh gia 1am sang, nén danh gid dwong kinh hach
I&n nhat, tirng bén va nhém hach thap nhat. Hach dwong gitra nén dwgc xem
dwoc xem la hach d6i bén. Hach ¢6 16n hon 6 cm dwong kinh 1é6n nhat va/hoic
xam lan dén dudi bién dwdi sun nhan lién két véi tién lwong x4au nhat.
1.1.3.3. Di can xa

Ung thw vom “c6 tiéng” nguy co di can xa cao. Vi tri di can thwong nhat
gap la phoi, xwong, gan va di cdn xa & hach. Hach phia duéi xwong don (gom
ca hach trung that, ving dwdi don, nach, hang) cling dwoc coi 1a di cin xa *2,
1.1.3. Nguyeén tdc danh gida
1.1.3.1. Lam sang

Danh gia dya trén hoi bénh sir, tham kham lién quan dén u, soi truc tiép hoic
noi soi va chan doan hinh anh'2. Tham kham 14m sang bao gom Kiém tra 12 d6i
day than kinh so ndo, cac hach co c6 thé so dugc (vi tri chi tiét, dwong kinh 16n
nhat va bién thap nhat cua hach co), kiém tra dé loai trir cac ton thuong di cin xa
c6 thé tham kham duogc. Noi soi (truc tiép hoac gian tiép) danh gia xam 1an u (vao
hdc miii, hong miéng hoac ha hong). Sinh thiét dé c6 chan doan xac dinh bang mé
bénh hoc. Kiém tra thuong quy cong thicc méu, chirc nang gan than (nén bao gom
ca phosphatase kiém).
1.1.3.2. Chdn dodn hinh danh

Nghién czu hinh anh cat ngang bao gém ving miii hong va hach cé rat can
thiét trong danh gia giai doan trong ung thu vom miii hong'?. Cong huéng tir
(MRI) hitu ich hon do d¢ twong phan md mém cao hon va d6 nhay tot hon trong
phat hién xam lan/lan rong nén so, ndi so. Chup ct 16p vi tinh ¢6 tiém thude can

quang, cé4c lat cit mong véi mit phang ngang (axial) va mat phiang dang ngang



(coronal) 1a mét thay thé. Can danh gia ca tinh trang hach ving (kich thuéc 16n
nhét trong khéng gian ba chiéu, vi tri ciing nhu vi tri thap nhat ma hach xam lan
t6i).

Tim cac di cin xa duoc khuyén cao cho bénh nhan c6 hach duong tinh hoic
bénh tién trién tai chd (T3-4), nhitng ca c6 triéu chang, diu hiéu va/hoic xét
nghiém sinh hda goi ¥ ¢6 di cin xa. Chup xa hinh cit 16p positron (PET) toan than
vé6i 18F-fiuorodeoxyglucose (18F-FDG) két hop CT (PET-CT) ngay cang dugc
st dung vi &6 nhay cao trong phat hién di can xa va ung thu thi hai cling nhu bd
sung thong tin tir két qua cong huang tir trong danh gia tinh trang hach va do hap
thu chuan cuc dai (SUVmax) con 1a mot yéu té du bao doc 1ap bé sung. CT 16ng
nguc va tang trén 6 bung (hoic chup X quang nguc va siéu &m bung) va xa hinh
xuong 13 c6 thé duoc thay thé.
1.1.3.3. M6 bénh hoc

Ph&n md bénh hoc cia ung thu vom hong trong phién ban thir tu dugc céng
bd gan day (2017) van giir phan loai twong tu nhu phién ban thir ba (2005) cua
WHO-2005 212 guoc khuyén dung.

Bdng 1.1: Phan logi mo bénh hoc ciia ung thuw vom hong

Theo phan loai WHO Thuat ngir trude day

Ung thu biéu md vay sing hoa WHO Type I (ung thu biéu mo vay)

WHO Type II (Ung thu biéu mé té bao
Ung thu bidu md khong sing héa  chuyén tiép - transitional cell carcinoma)
Biét hoa WHO Type III (Ung thu biéu md

Khéng biét héa lympho - lymphoepithelial carcinoma)

Ung thu biéu md vay dang day  Khong ton tai tir dong nghia (duwoc md

(Basaloid squamous cell carcinoma) ta trudc do)

Ngudn: AJCC Céncer Staging Manual, Eighth Edition. Springer; 20172
Tuy nhién, hai cdng bd nam 2021: “cac yéu té tién luong dén séng thém

trong ung thu vom hong: tong quan hé théng va phan tich tong hop” (danh gia tir



26 nghién ctu voi 2287 ca) va “céac yéu td tién luong séng thém toan bo va y

nghia ctia phan giai doan TNM theo UICC: tong quan tai liéu” (danh gia tir 108

nghién ctru) déu khong dé cap dén vai tro cia phan tip md bénh hoc 1a mot yéu td

tién luong

dén sbng thém toan bo* 15,

1.1.4. TOm tdt cdc thay déi trong AJCC 8th

Bdng 1.2: TOm tdit thay dai trong AJCC 8™

Thay doi

Chi tiét

Cép do bing ching

Giai1 doan
T

TO: khi Epstein-Barr virus (EBV) duong tinh nhung
khong c6 u vom va hach c¢6. Nhom giai doan ciia TO ciing

duoc xac dinh cung cach vai T1 (hoac TX)

T2: Khéi u xam lan khoang can hau va/hoiac md
mém lién ké (co chan buém trong, co chan buém ngoai,

co xuong trudc song)

CAc tiéu chuan T4 trude day “khoang nhai” va “hd
thai duong” da dugc mo ta cu thé (chi tiét vi tri giai

phau cia md mém) dé tranh sy mo ho.

Giai doan
N

Tiéu chuan N3b trudc day 1a hach thuong don da
duogc thay doi thanh hach ¢ thap (nhu dugc dinh nghia

hach xam lan duéi bo dudi sun nhan).

N3a va N3b duogc gop thanh chi cé mot nhom N3,
duogc dinh nghia 1a hach mot bén hoac hai bén, duong
kinh 16n nhét I6n hon 6 cm va/hoic hach xam lan dudi

bién dudi sun nhan.

Giai doan
TNM

Cac giai doan IVA trudc do (T4N0-2MO0) va IVB
(bat ky T N3MO) hién tai dwoc phan vao nhém IVA

Giai doan IVC trude day (moi T moi N M1) nay

dugc xép vao giai doan IVB

Nguon: AJCC Cancer Staging Manual, Eighth Edition. Springer; 2017%




Hinh 1.2: Sw khac nhau vé phdén giai dogn T va N giga AJCC 71 va 8t

(a): thay d@si vé dinh

é\ nghia vé T2 va T4
/ Viét tat: CS (carotid

space): khoang canh; LP
(lateral pterygoid muscle): co

chdn buom ngoai; M (masseter

\ VA
Caudal border of '\

cricoid cartilage

muscle): co can; MP (medial
. ~_——  pterygoid muscle): co chdn
& buwom trong; PG (parotid
gland): tuyén mang tai; PPS

(parapharyngeal space):

khodng canh hau; PV (prevertebral muscle): co truéc song; T (temporalis muscle): co thdi dwong.
(b) thay d@6i hach thuwong don bang hach duwéi bo dwdi sun nhan 1a tiéu chudn hach N3.
Ngudn: AJCC Céncer Staging Manual, Eighth Edition. Springer; 2017 2

1.1.5. Bién chizng man sau diéu tri
1.1.5.1. Mét s6 thudt ngir lién quan da sir dung trong y van

Tac dung phu (side effect): 12 mot tac dong thir yéu, ngoai y mudn va thuong
khéng mong muédn ciia mdt hanh dong, tinh hudng. ..Nén tach biét cac thuat ngir
chuy@n nganh va théng tuc. Tir “tac dung phu” thudc loai thir hai va tét hon nén
tranh str dung trong cac van ban chuyén nganh?®,

Téc dung doc hai (Toxic effects): xay ra & ddi dién véi bén lgi ich, voi muc
d6 cao hon mirc do c6 lién quan dén loi ich. Tuy nhién, thuat ngix “déc tinh”
(toxicities), thuong duoc sir dung dé chi céc tac dung phu néi chung va ciing nén
tranh (dung trong cac tai liéu chuyén nganh)®®,

Bién chiing (complication): Bénh hoic ton thuong phat trién trong qué trinh
diéu trit’.

Bién co bt loi (adverse event): trong bdi canh y té 1a bat ky ddu hiéu bat
thuong, triéu ching 1am sang hoic can 1am sang hay su két hop hoi chang cua
nhitng bat thuong d6, xuat hién ngoai y muén hoic ngoai du kién hoic tinh trang

xau di khong ludng trudc cua mot can bénh ddng thoi'®,



Thudt ngi#, tiéu chudn chung vé céc bién co bdt lpi (Common Terminology
Criteria for Adverse Events, CTCAE) duoc vién ung thu qudc gia Hoa Ky phéat
trién da tré thanh mot tiéu chuan toan cau, nham xac dinh va phan loai cac bién
cb bat lgi ma bénh nhan tham gia thtr nghiém 1am sang ung thu gap phai. Phién
ban dau tién, cong bb nam 1983, véi tén goi tiéu chudn déc tinh thwong gép (the
Common Toxicity Criteria, CTC v1.0)!8. Hién nay, phién ban 5.0 (CTCAE v5.0)
duoc coi 12 tiéu chuan vang dé béo céo bién cb bat loi trong cac thir nghiém 1am
sang vé ung thu. Danh muc thuat ngir nay ma ta 838 bién ¢ bat lgi khac nhau?®,

Luan an xin phép sir dung dong thoi mot s6 thuat ngir tac dung phuy, doc tinh,
bién ching theo nguyén ban céc cong bé (tiéng Anh) da dung.
1.1.5.2. T7 1é bién chizng man nghiém trong

Tat ca céc chién luoc diéu tri déu c6 kha ning gy ra cac tac dung khong
mong muén (doc tinh/bién cb bat loi) man tinh/mudn va anh huong tiéu cuc dén
nguoi bénh. Boc tinh man do xa tri thuong tién trién theo thoi gian va dugc phat
hién co lién quan dén chét lugng cudc séng cua bénh nhan ung thu dau ¢ noi
chung. Déi véi nhitng bénh nhan ung thu vom hong, ty 1é tich liy cta cac doc tinh

muodn nghiém trong duoc phat hién ngay ca sau 5 -10 nam theo doi 2% 2,
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Bdng 1.3 : Ti 1¢ bién chirng man nghiém treng sau Xg tri vdi ki thudt quy wéc

(khéng hoa tri dong thoi) cho ung thuw vom hong

Sanguineti [Chao valLee vaYeh valeung va

Bién chiing man nghiémva CS#  Perez®  |CS* CS?  |CS*®
trong (n=378) |((n=164) [(n=4527)(n =849) (n =880)2
Giai doan 1954-1992 |1956-1991 {1976-1985|1983-1998| 1990-1998
Xa tri

Tong licu (Gy) 61-70 56-69 65° 68-76 | 62,5-66"

Phan lidu (Gy) NR 182 [ 2542 | 18 2-2,5

Phan liéu thay doi (%) 8 NR NR NR NR

Hoa trj tuan tu (%) NR NR 8 NR 20
Tong ti 18 (%)

Do doc tinh >3 >3 >2 >1 NR

Ti I€ tho 30,4 14 30,8 NR 16,5

Ti Ié thuc té 19 (10-nam)| NR o0 NR |14 (5-nim)

(10-nam)

Tt vong do diéu trj (%) 3,2 3 1,4 NR 0,9
Loai bién chtng (%)

Hoai tur thiy thai duong | 1,1 1,2 3 6C 1,1

Bénh lién quan dén

than ndo/tay séng 2,4 1

Céc day than kinh sondo| 4,5 5,3 3,3 6,8

R&i loan noi tiét 7,9 3,5 8,6

Chay méau nang 1,2 0,6 0,3

Tic dong mach canh 0,6

Giam suc nghe 2,6 8,2 54°¢

\Viém tai man tinh 2,5 32¢

Khit ham 2,9 0,6 51 12°¢ 0,7
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Sanguineti [Chao valLee vaYeh valeung va
Bién chiing man nghiémva CS#  Perez®  |CS* CS?  |[CS*®
trong (n=378) |((n=164) [(n=4527)(n =849) (n =880)2
Giai doan 1954-1992 [1956-1991 |1976-1985(1983-1998| 1990-1998
Ton thuong xuwong® 2,6 2,4 0,4
Ton thuong nhén cauy 0,2
Hoai tr md mém/I5 ro 1,1 1,8 0,4 0,5
Hep hau/nudt kho 4,2 6°
Xo hoa mo mém 4,2 15,9 25° 1,4
Phiiné bach huyét dai dingl 0,5 0,6 0,1
Ung thu thit hai do xa trj <0,1
lglt%mi‘orlls: Chapter 41 Nasopharynx- Perez and Brady’s principles and practice of radiation oncology,
ed°.

NR: not reported (Khdng bao céo)

2Chi tinh trén bénh nhan nhan mot dot xa tri (loai trir cac ca bénh dai ding dwoc xa ap sét), PLiéu
trung binh tuong duong 2 Gy/phan liéu,

“Tinh lai tir nguyén ban, téc gia viét Ia ti 1é séng 5 nam khong bién chimng

9Hoai tir xwong, giy xwong, viém tily xuong,

*Pyc thay tinh thé, viém vong mac, loét giac mac

V& doc tinh man > d6 3 cua hda xa dong thoi, da ¢ phan tich tong hop (2019)
danh gia doc tinh ctia hoa xa dong thoi va xa tri don thuan®. Két qua nghién cau
tir 11 tha nghiém 1am sang ngau nhién véi 2801 ca cho thay, hoa xa dong thaoi o
lién quan c6 y nghia théng ké dén nguy co mét thinh giac muon nghiém trong
(RR=1,52, 95% ClI: 1,03-2,25, P=0,037) so véi xa tri don thuan. Khd miéng do
>3, ty 1& mac & nhom hda xa dong thai va nhém xa tri don thuan lan luot 12 5,8%

va 2,4% va su khac biét giita cac nhdm khong c6 ¥ nghia théng ké.



1.1.6. Két qud xa tri IMRT

Bdng 1.4: Tom tdt két qud Xa tri IMRT ¢ mgt sé trung tam

12

. UCSF?® | MSKCC QMH3 QMH
Co s diéu tri PWH3!| SYS*®
29 30 8 34
S ca 118 74 63 104 50 50
Dic diém bénh nhan
Giai doan diéu tri 1995 - 1998 | 2000—  2001- 2000 2000-
2003 2004 2002 | 2004 | 2002 | 2004
Giai doan T Tatca | Tatca |Tatca | Tatca T1-T2 T3-T4
IMRT
PTV-G
Bién quanh GTV (mm) — 5-10 2 — — —
Tong licu (Gy) 70 70,2 66 | 64-70 68-70 76
. 2,33-
Phan licu (Gy) 2,12 2,34 2 2-2,060 2,17
2,56
Piéu tri b6 sung
Accelerated
L — 80% — — — —
fractionation
s 22% 32% ap sét
Nang lieu — _ -
ap sat 24% 3D
Hoa tri (%) 90 93 30 23 0 68
Theo ddi trung binh (thang) 30 35 29 19 14 25
Kiém soét u
Thoi gian (nam) 4 3 3 3 2 2
FFR tai chd (%) 96 91 92 99 100 96
FFR tai ving (%) 98 93 98 99 94 —
FFR di can xa (%) 12 78 79 88 94 94
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. UCSF® | MSKCC QMH3 QMH
Co s diéu tri PWH3!| SYS*®
29 30 3 34
S ca 118 74 63 104 50 50
Dic diém bénh nhan
Giai doan diéu tri 1995 - | 1998- | 2000- | 2001- 2000- 2000-
2003 2004 2002 | 2004 | 2002 | 2004
Giai doan T Tatca | Tatca |Tatca | Tatca T1-T2 [T3-T4
Song thémtoan bo (%) 74 83 90 86 NR | 92
boc tinh man
Kho migng (d0>2) (%) | 2a(2y)| 32(ly) 23(2y) — | —
biéc (46 >2) (%) 7a >15 15 — 42
Xo hoa cd (d0 >2) (%)  — — 11 — — 14
Nuét kho (d6 >2) (%) 12 — 5 — — —
Suy tuyén yén (%) — 0 23 — —
Hoai tir xuong (%) 0,8 0 2 — _
Hoai tir thuy thai 0,8 0 3 — — 4
duong (%)
Gia phinh dong 0,84 — — — 4
mach canh/chay
mau cam (%)
(Carotid
Pseudoaneurysm)
Nguon: Chapter 41 Nasopharynx. Perez & Brady’s Principles and Practice of Radiation Oncology
Seventh Edition®

a: Dya trén bao cao cua Lee va cong su?.

Viét tit: 3-D, three-dimensional conformal boost: Nang liéu bang ki thuét tia 3D;
FFR, failure-free rate: Ti I¢ khdng that bai;
GTV, gross tumor volume: Thé tich khdi u tho
ICB, intracavitary brachytherapy: Xa tri ap sat;
MSKCC, Memorial Sloan Kettering Cancer Center (United States): Trung tam Ung thu
Memorial Sloan Kettering, Hoa Ky;
NR, not reported: Khéng béao céo
PTV-G, planning target volume for gross tumor;
PWH, Prince of Wales Hospital (Hong Kong);
QMH, Queen Mary Hospital (Hong Kong);

RT, radiation therapy: Xa tri;
SYS, Sun Yat-sen Cancer Center (China): Trung tim ung thu Ton Dat Tién;
UCSF, University of California, San Francisco (United States): Pai hoc California .
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1.2. Cdp nhdt hwéng dan thue hanh diéu tri cho ung thw vom hong
1.2.1. Tém tat tir ASCO va CSCO (1.2021) vé hba Xa tri cho giai doan 11-1V

Bang 1.5: Hweng dén ciia ASCO va CSCO (1.2021) trong thec hanh

Huwéng diéu tri theo giai doan TNM cia ASCO va CSCO (1.2021) ¥

NO Hoa tri khong duoc khuyén céo chi dinh thudng quy,

Glal nén 1am néu c6 y&u té bat lgi nhu thé tich khéi u lon

doan 11 (bulky tumor volumes) hoic s6 ban sao DNA EBV cao

N1 Hoba xa dong thoi

Giai T3NO  |[Uu tién: Hoa tri dong thoi ‘
Hodac héa tri cam (tng + hda xa déng thoi

doan 111- Hozic hoa xa dong thoi + héa tri bo trg

IVA | TANO/N2-3 [Uu tién: Hoa trj cam ng + hda xa dong thoi
T3-4N1 |Hoa xa dong thoi + hoéa tri bo tro

Chi tiét vé hoa tri

Hda tri cam ing

Nén ding phéac d6 c6 Platinum:

GP (Gemcitabine: 1.000 mg/m2 ngay 1, ngay 8; Cisplatin 80 mg/m2 ngay 1)
hoac TPF (Docetaxel 60-75 mg/m2 ngay 1; Cisplatin 60-75 mg/m2 ngay 1;
5-FU 600-750 mg/m?/ngay, truyén lién tuc tir ngay1-5):

cac phac do khac PF (Cisplatin 80-100 mg/m? ngay1; 5 FU 800-1000
mg/m?/ ngay, truyén lién tuc tir ngdy1-5), PX (Cisplatin 100 mg/m?2 ngay 1;
Capecitabine 2000 mg/m?/ngay, ngay 1-14) va TP (Docetaxel 75 mg/m?
ngay 1; Cisplatin 75 mg/m2 ngay 1)

Nén thuc hién 3 chu ki, cach nhau mdi 3 tuan, hoac téi thiéu 2 chu ky; hoa
xa dong thoi nén dugc bat dau trong vong 21-28 ngay tinh tir ngay dau tién
cua chu ky cudi cling trong héa tri cam tng

Héa xg dong thoi

Cisplatin, hang tuan (40 mg/m2) hoic ba tuan mot lan (100 mg/m2, hoac it
nhat 80 mg/m?). Nén cé giang dat duoc liéu tich lity it nhat 200 mg/m?
Chéng chi dinh voi Cisplatin: Nedaplatin (100 mg/m2 mdi ba tuan)

Hozc Carboplatin (AUC 5-6 mdi ba tuan)

Hozc Oxaliplatin (70 mg/m2 hang tuan)
Chéng chi dinh véi nhém Platinum: C6 thé dung véi Fluoropyrimidines (vi
du: Capecitabine, 5-FU, Tegafur)

>

Hdba tri bo tro

PF (Cisplatin 80 mg/m2 ngay 1 hoic 20 mg/m2 mdi ngay, ngay 1-5; 5-FU
1.000 mg/m2/ngay, truyén lién tuc tir ngay 1-4 hoac 800 mg/m2 mdi ngay,
truyén lién tuc tir ngay 1-5) cach nhau mdi 4 tuan véi téng cong 3 chu ki
Chéng chi dinh véi Cisplatin: Carboplatin (AUC 5) c6 thé duoc két hop voi
5-fluorouracil

Chédng chi dinh véi nhém Platinum: Viéc sir dung cac phac dd khéng cé
nhom Platinum van chi duoc coi 1a thir nghiém 1am sang ¢ thoi diém nay va
khong nén dugc chi dinh ngoai bdi canh cua thir nghiém 1am sang.
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1.2.2. Xa tri hién dai trong ung thu vom hong
1.2.2.1. K7 thuat Xa trj ung thu vom hong giai doan 11-1IVA

Tat ca bénh nhan nén duoc xa tri diéu bién lidéu (IMRT) véi huéng dan hinh
anh hang ngay (daily image guidance) ngay khi c6 thé, du phai chuyén dén co s
diéu tri khac. Khi 1ap ké hoach diéu tri, c6 thé lya chon thuc hanh bang 2 pha
IMRT (sequential boost) hoic 1 pha IMRT (tich hop ddng thoi, simultaneous
integrated boost) *°.

So voi ki thuét xa tri 2D va xa tri 3D, IMRT c6 thé dua liéu (xa) véi cuong
d6, hinh thé khong déu vao thé tich bia, cho kha ning dat liéu cao vao ving can
diéu tri trong khi liéu tgi cac mé lanh quan trong lién ké van nam trong giGi han
an toan.
1.2.2.2. Sir dung &7 thudt két hop hinh anh CT va MRI (MRI-CT image fusion) khi
xdc dinh cac thé tich bia

Can xem xét can than khi xac dinh thé tich khéi u thd. Thé tich bia nén tuan
theo cac hudng dan déng thuan va khai thac tién bo cua ki thuat xa tri, bao géom
ca chuyén nganh chan doan hinh anh%. Dinh nghia chi tiét vé cac thé tich bia Iam
sang (CTV) da c6 dong thuan quoc té trong xac dinh cac thé tich bia trong ung
thu vom hong (2018)%. Bat budc phai két hop gitta MRI véi CT khi vé thé tich
bia, dac biét 1am sang nghi xam 1an nén so va/hoic ton thuong cac day than kinh
so ndo. MRI t6t hon khi phat hién cac ton thuong xam 14n nén so, day than kinh
so ndo ma khdng c6 ton thuong xwong, xam 14n tay, khdi u xam 1an xoang va
hach viing sau hau trong khi CT uu viét & cac phat hién bénh ving co va xam lan
vo xuong® %, Nhém chuyén gia ciing khuyén cdo thuc hanh theo ddng thuan quéc
té vé xac dinh cac co quan nguy cap*® *! va 1ap ké hoach diéu trji dya trén MRI%,
nhan manh x4c dinh thé tich GTV, CTV dya vao tong hop hinh anh caa CT va
MRI (MRI-CT image fusion)® va xac dinh cac uu tién vé liéu va tiéu chuan chap
nhan ddi véi co quan nguy cap theo ké hoach diéu tri IMRT*2. CAc béc si xa tri va

chan doan hinh anh ving dau c6 (a head and neck radiologist) dugc khuyén khich
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cung danh gia trén dit liéu CT va MRI trong qua trinh 1ap ké hoach xa tri va dap
ng néu cd hda tri cam ung, dic biét 1a véi nhitng xam lan “khong rd rang”®.
1.2.2.3. Sau hda tri cam ing, nén vé thé tich khai u thd theo ton thirong triréc hda
tri

Péi voi nhimg ca da hda tri cam ang, dit liéu chup trudce hda tri nén duoc
tich hop trén di liéu CT mé phong trude khi 1ap ké hoach diéu tri. Nén xac dinh
thé tich khdi u tho theo danh gia trudc hoa tri, dac biét khi u xam lan xuong .

Hudng dan qudc té nim 2018 trén co sé ddng thuan ¥ khuyén nghi diéu tri
du liéu vao khoi u trudc diéu tri ma khong qua liéu gidi han cho phép dén céc cau
trdc quan trong bat ké mac do dap ung sau hoa tri cam tng. Piéu nay dic biét
quan trong tai nén so vi kho khan trong viéc danh gia chinh xac muac do xam lan
khi c6 xam 1an xuong, thiéu c4c lya chon thay thé c6 hiéu qua tuong duong va loi
ich khong chic chin cua su giam thé tich sau hoa tri.
1.2.2.4. Khi nao thi logi trir nhém IB va 6 thap can can nhac khéi CTV?

Su phan dinh nhdom hach nguy co trong ung thu vom hong nén tuan theo cac
huéng dan dong thuan quédc té va bao hét viing co hai bén tir nhém hach sau hau
dén nhom IV va V. Nhom 1b c6 thé loai trir trong thé tich du phong trir khi u xam
lan t6i nira trudc khoang mili hodc néu c6 hach nhém 11 phé v& vo hodc >2 cm
hoac hach c6 hai bén. Bén c6 khéng cd hach ¢6 rd rang c6 thé can nhic loai trir
tia vao thé tich viing c6 thap®.

Ung thu vom hong c6 tinh chat xam nhap vao niém mac mii hong cao. V&
CTV phai tuan theo huéng dan tir dong thuan quéc t&¥7 véi su chu y dén bat ky
duong di cin vi thé tiém an theo dién bién ty nhién cua bénh. Bé giam doc tinh
cua diéu tri, diéu chinh thé tich tia du phong theo truyén thong, chang han nhu
loai trir nhdm 1B hoic ¢ thap ddi bén c6 hach di cin, d3 dugc phat hién qua céc
két qua tir trong cac thir nghiém 1am sang va nghién ctu doan hé hdi ctu. Hai
nghién ctiu hdi cau (cong bd cac nam 2015 va 2017) voi lan luot trén 1438 va 532
ca *¥44d3 chi ra ring, IMRT han ché liéu vao nhdm 1b an toan va kha thi, ngoai

trir bénh nhan ¢ hach nhém 11 >2 cm va/hoic pha va vo, hach N2 hozc u xam 14n
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cac viing ma dan luu bach huyét (& viing xam lan dy) c6 nguy co di cin hach dau

tién 1a nhom 1B. Sy an toan khi khdng tia vao nhom co thap déi bén duoc chung

minh trong phan tich tong hop*, tht nghiém 1am sang nho & nhém bénh nhan

NO* va mot sé nghién ctu hdi cau®™.

1.2.2.5. Vé céc thé tich bia trong ung thu vom hong

Bdang 1.6: Chi tiét xdc dinh céc thé tich bia

(& day mé ta chi dinh 70 Gy trong 35 phan liéu, theo Lee va cong su, 20215)

35 phan lidu M6 ta

GTVp Phan khoi u thay trén 1am sang va chan doan hinh anh

GTVn Phan hach thay trén 1am sang va chan doan hinh anh

GTV GTVp + GTVn

GTVn-sv Céc hach nho (<2 cm) IB véi muc dich giam lidu toi xwong ham

(GTVn-63)  |hoic nhom IV va VB dé giam liéu dén dam réi than kinh canh
tay (Ghi cha: nv: small volume)
GTV +*3 mm

CTV_70 * C6 thé giam con 0 mm do béc si xa tri quyét dinh, thuong khi
u giap voi cac cdu trac quan trong
CTV_70 +*5 mm

STV 70 *Co th% giam con 3 mm néu k‘iém tra I,GRT hang ngay

B *Co the giam con 0 mm khi gan cac cau tric quan trong nhu

than ndo, giao thoa thi giac
GTVn-sv +*3 mm

CTV_63 * Co thé giam con 0 mm do béc si xa tri quyét dinh, thuong khi
U gidp v6i cac cdu triic quan trong
CTV_63 +*5 mm

PTV 63 *C6 thé giam con 3 mm néu kiém tra IGRT hang ngay

*Co6 thé giam con 0 mm khi gan cac cau trac quan trong nhu

than ndo, giao thoa thi giac
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35 phan liéu

Mo ta

CTV _59p hoac
63p

GTVp +*8 mm

GoOm cac vi tri nguy co:

. Toan by vom hong

. 1/3 trudc dbc nén (toan bd doc nén néu bi xam lan)

. Nén so (16 bau duc va 15 gai) hai bén (foramen ovale and
rotundum bilaterally)

. Ho chan buém hai bén

. Khoang canh hau hai bén

. Phan duéi xoang buém (khi u T3-T4, toan bd xoang budm)

. 1/4 sau cua héc mili va cac xoang ham trén (bao hét h6 chan
budm khau cai, pterygopalatine fossae)

. Xoang hang mdt bén hodc hai bén, nén dugc bao gém 0 bénh
nhan c6 nguy co cao (T3/T4)

. Bién thudng 16n hon dé bao hét nhitng chd c6 nguy co 4c tinh
cao nhung co thé giam xudng thap nhat 1a 0 mm néu tiép giap
c4c cAu tric quan trong

. Piéu quan trong 1a phai diéu tri tat ca cac khu vuc c¢6 nguy co
ton thuong vi thé va khong chi don gian 13 thém mot hang s tir

bién khoi u

CTV_59n hoac
63n

GTVn +*5 mm
Bao gom ving hach nguy co
Canh siu trén (viung chuyén tiép, quanh hau hong); Hai
bén
Nhom 11: Hai bén;
Nhom 111: Hai bén;
Nhom IV (mdt bén hoac hai bén) va ving thuong don

(v6i bén co c6 di can hach ¢6 thap);
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35 phan liéu

Mo ta

Nhom V trén va gitra, trong tng vai phia sau nhém Il va

[11: hai bén;

Hach sau hau: Hai bén;

Nhém IB mét bén hodc hai bén [dbi v6i bén ¢b co di cin

hach IB hoac II]**.
*Co thé giam dén 0 mm néu tiép giap véi cac cu trac quan
trong **Nhom IB hai bén co thé loai trir néu bénh nhan c6 hach
duong tinh theo quyét dinh cta bac si xa tri ung thu (Bilateral
IB lymph nodes may be spared if the patient is node positive at
the discretion of the radiation oncologist). Viéc diéu tri nhom
IB c6 thé dan dén lidu xa anh huong c6 ¥ nghia 1am sang toi cac
cau tric lanh nhu cac tuyén duéi ham, xuwong ham dudi va niém
mac hong phia trén xwong moéng. Diéu tri nhém IB nén duoc
xem xét & nhitng bénh nhan khong c¢6 hach ¢6 cting bén nhung u

xam lan khau cai ctrng, hoc miii va xoang ham.

CTV_59 hoic
63

Khi tia 35 phan liéu:
CTV_59=CTV_59p +CTV_59n CTV_63=CTV_63p +
CTV_63n

PTV_59 hoac
63

Khi tia 35 phan liéu:

PTV_59 hoac 63 + *5 mm

*Co thé giam con 3 mm néu kiém tra bang IGRT hang ngay
*C6 thé giam con 0 mm khi tiép gidp cac cdu triic quan trong

nhu than ndo, giao thoa thi giac

CTV 56
(C6 thé chi
dinh mot ké

hoach IMRT

Nhom IV, VB, va hach thuong don*
e Khi c6 hach & ving nay, thuc hién theo dudng dan & trén.
Chi dinh 69,96 Gy (33 phan liéu) hoic 70 Gy (35 phan liéu), trir

khi hach nghi ac tinh c¢6 thé duoc diéu tri 62.7 Gy (33 phén liéu)
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35 phan lieu M0 ta

trén nira co hoic 63 Gy (35 phan liéu)

néu khong ¢6 [CTV _54.12 hoic CTV 56 + *5 mm
cac hach co
thap)
PTV_56 CTV_54,12 hoac CTV_56 + *5 mm

1.2.2.6. Phan liéu va tong liéu xa tri

Khuyén céo (xudat ban 1.2021) ciia ASCO va CSCO3®: Paéi véi tat cd bénh
nhan, nén chi dinh téng liéu 70 Gy trong 33-35 phan lieu (2,0-2,12 Gy/phan liéu)
trong 7 tuan (mét lan méi ngay, 5 phan liéu cho mdi tudn). Liéu xa c6 thé diroc
diéu chinh theo thé tich khai u va phdn ddp ing cia u véi (h6a) xa tri.

Phan liéu tir 2,0 - 2,12 Gy, 5 lan/tuan, véi tong lidu quy dinh 1a 70 Gy trong
33-35 phan liéu duoc sir dung trong trong cac thir nghiém 1am sang ngau nhién
pha 111, Intergroup 0099°! va pha II, RTOG 0225 d& chuing minh “hiéu qua t6t”
Vi “doc tinh chap nhan dugc”®. Vi cac ca van con tén thuong bénh ¢ tién luong
kém?®2 %3 nén trong truong hop van con khdi u trén MRI khi két thic xa tri bang
IMRT, c6 thé can nhac chi dinh thém 2-4 Gy trong 1-2 phan liéu®. Déi véi mot
khdi u nho rat dap ang (a very responsive small primary), tong liéu thap hon mét
chat (vi du: 66- 68 Gy) c6 thé dugc xem xét. Nén tranh chi dinh phan liéu 16n hon
dac biét 1a khi két hop véi hoa tri, vi nguy co doc tinh mudn tang trong khi hiéu
qua chua dugc chirng minh®®.
1.2.2.7. Pong thudn quéc té (2019) vé liéu téi cdc co quan nguy cdp

NOGi chung, xa tri triét can trong ung thu vom hong can chi dinh tong liéu xa
cao “2. Tuy nhién, vom hong rat gan cac to chic lanh quan trong: than néo, tay
sdng, than kinh thi giac...Mat tiéu chi quan trong khi 1ap ké hoach xa tri 1a tinh
can bang giira nguy co tai phat do hut lidu vao u va bién cb bt loi dén cac co quan
nguy cap lan can. Céc ki thuat xa tri hién dai hoan toan c6 thé dat duoc liéu diéu

tri vao thé tich bénh. Mit khac, quy tic co ban 1a dat duoc phan phdi liéu tét nhat
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c6 thé, thiét I1ap liéu t6i wu cac thé tich bia va tdi thiéu vao cac co quan nguy cap
lai co ban khac nhau. Nguyén tic 1a liéu xa phai thip nhat c6 thé. Két qua thoa
thuan cudi ciing vé cac tiéu chi wu tién va chap nhan cua co quan nguy cap duoc
trinh bay & bang 1.6.

Bdng 1.7: Cdc tiéu chi wu tién va chdp nhan vé liéu dén co quan nguy cap

Ti€u chuan chap nhan

.| Thir tur . . . .
Co quan nguy cap : Liéu mong mudn Liéu chap nhan
uu tién — - >
Chi tiét Licu Li¢u
Than ndo 1 D0,03 cc <54 Gy <60 Gy*
Tuy song 1 |DO0,03cc <45 Gy <50 Gy
Giao thoa thi giac| 1 D0,03 cc <54 Gy <60 Gy
GTV-T & GTV-N| 2 Min >68,6Gy (98% dose) 66,5 Gy (95% dose)

Liéu chi | PTV70; 63; 60; 56/35#

PTV liéu chi dinh
2 dinh | PTV69,96; 63; 60; 54/33#
] ] >95% PTV 100% hoac | 95% PTV > 95%
PTV min Min . .
2 >99% PTV >93% licu ligu
<10% PTV70 >75
<5% PTV70 > 75 Gy
PTV hotspot Max Gy hodc <20%
hodc <10% PTV70 >77Gy
2 PTV70 >77 Gy
Thuy thai duong 2 giai doan sém: <65 Gy
DO0,03 cc <72 Gy

giai doan mudn <70 Gy

Than kinh thi giac| 3 (Hai

A DO0,03 cc <54 Gy <60 Gy
bén:1)
Tuyén mang tai 4 Mean <26 Gy <30 Gy (tai it nhat 1
f]]‘léﬂ\
Xuong ham dudi
D2% <70 Gy <75 Gy
va khop thai 4
Pam rdi than kinh 3 D0,03 cc <66 Gy <70 Gy
r\élnh tavy
Tuyén yén va
. s D0,03 cc <60 Gy <65 Gy
vung dudi doi 4
Thau kinh 3 | D0,03cc <6 Gy <15 Gy

Nhén cau 3 Mean <35 Gy <50 Gy (D0,03 cc)
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Tiéu chuan chap nhan
.| Thur tur : , —
Co quan nguy cap ” Liéu mong muon Liéu chap nhan
uu tien X Y A
Chi tiét Licu Licu
Oc tai 4 Mean <45 Gy <55 Gy
Thanh mon 4 Mean <35 Gy <50 Gy (D2%)
Vung sau nhan,
Mean <45 Gy <55 Gy
thuc quan (trong 4
Khoang miéng 4
. _ Mean <40 Gy <50 Gy
(ndm ngoai PTV)
Tuyén duéi ham | 4 Mean <35 Gy
Tuyén giap 4 V50 <70% VSeo >10 cc
Nguon: International Guideline on Dose Prioritization and Acceptance Criteria in Radiation
Therapy Planning for Nasopharyngeal Carcinoma,
Int J Radiat Oncol Biol Phys 2019 Vol. 105 Issue 3 Pages 567-580%

1.2.3. Khuyén céo vé chi dinh hoa xq tri
1.2.3.1. Héa Xa tri doi véi ung thu vom hong giai doan |1

Khuyén cao tir ASCO (xuat ban 1.2021): dbi véi bénh nhan ung thu vom
hong T2NO (AJCC 8th), hda tri khong dugc khuyén cio thudng xuyén, nhung c6
thé chi dinh néu c6 yéu té bat loi vé khéi u hodc sé nhan ban (copy) DNA EBV
cao (chat lugng bang chung: trung gian; sic manh cua khuyén nghi: vira phai).
Truong hop giai doan T1-2N1 (AJCC 8th), cd thé chi dinh hoa tri dong thoi, dac
biét Ia trén bénh nhan T2 N1 (chat luong bang chiing: trung gian; sic manh cua
khuyén nghi: vira phai) 2.

Vi ki thuat xa tri IMRT da dugc chi dinh thanh “thuong quy”, vai tro cua hoa
tri dong thoi khong duoc xac dinh tuyét d6i cho ung thu vom hong giai doan I,
véi su hiém c6 vé thir nghiém 1am sang ngau nhién (cho riéng giai doan I1) trong
ki nguyén IMRT 3¢, Nam 2020, Huang va céng su > da bao cdo két qua caa mot
ther nghiém 1am sang ngau nhién, pha |1, da trung tim gdm 84 ca ung thu vom
hong giai doan Il. Véi thoi gian ddi trung binh 75 thang, nhdm tac gia khong quan

sat thay su vuot troi cia hda xa dong thai so véi IMRT don thuan dén séng thém
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toan bo 5 nam (94% so véi 100%; P =0,25) va sdng thém bénh khdng tién trién
(87% so véi 90%; p = 0,72).
1.2.3.2. Hoa xa tri déi véi ung thw vom giai doagn 11-1V

Khuyén nghi tir CSCO va ASCO (1.2021): Bénh nhan ung thu vom hong
giai doan I11-1VA (trir T3NO) (AJCC 8th) nén duoc chi dinh héa tri cam ung két
hop hoa xa tri ddng thoi. O giai doan bénh nay, néu khéng chi dinh dugc phac d6
c6 hoa tri cam Gng, ngudi bénh nén duoc diéu tri bang phac d6 hoa xa tri dong
thoi két hop hoa tri bo tro. Tuy nhién, cho dén nay, van thiéu cac thir nghiém 1am
sang ngau nhién so sanh gitta hoda tri cam ung cong véi hoa xa tri dong thoi va
hoa xa tri ddng thoi, tiép theo 13 hoa tri bo trg. Do dé, trinh tu két hop ndo mang
dén két qua tot hon van chua chac chan. Riéng giai doan T3NO (AJCC 8th) thi
nén dugc hoa xa tri ddng thoi (cd thé thém hda tri cam ung hoic hoa tri bé trg) .

Cac tac gia cua khuyén nghi trén cho rang, sau két qua cuaa thtr nghiém 1am
sang ngau nhién Intergroup 0099, hda xa dong thoi nhur 1a diéu tri chuan cho ung
thu vom hong tién trién tai chd tai ving (giai doan HI-IVA), véi ti 1 séng thém
cao hon ¢ ¥ nghia théng k& & nhdm hoa xa tri dong thai cong voi hoa tri lieu bo
tro So VGi Xa tri don thuan % 5%, Sau d6, di c6 nhiéu thi nghiém 1am sang ngau
nhién so sanh gitra hai nhom diéu tri Xa tri don thuan véi hda xa déng thai/ hoa
xa dong thoi kém c6 hogc khdng héa tri bé trofhda xa dong thei két hep hoa tri
bé tro7hda xa ddéng thoi voi Oxaliplatin hang tuan. Thém nira, con c6 cac nghién
ctru chia 4 nhom diéu tri: xa tri thuong quy hoac xa tri 2Gy/phan liéu véi 6 phan
lidu/tuan (accelerated-fractionation) don thuan véi ¢d hoa tri ¢ong thai+hda tri bo
trg; Xa tri/ hoa xa dong thai két hop véi co/khdng héa tri bo trg. Cac nghién ctu
|am sang ngau nhién tiép theo tir cac viing co ti 1é mac bénh cao ciing chitng minh
loi ich cua hda xa dong thai véi co hoac khong két hop hoa tri bé trg so véi xa tri
don thuan d6i v6i ung thu vom hong tién trién tai chd tai ving: b4o cao hiéu qua
va ddc tinh 10 ndm cua thir nghiém 1am sang ngau nhién pha 111 so sanh hda xa
tri dong thoi két hop véi hoa tri bd trg véi xa tri don thuan®, ther nghiém 1am sang

pha 3 so sanh xa tri v&i co/khong dong thoi Oxaliplatin hang tuan®, thir nghiém
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lam sang pha 3 so sanh hoa xa dong thoi két hop vai héa tri bd tro so vai xa tri
don thuan3®. Thém nira, con c6 cac nghién ctru chia 4 nhom diéu tri: xa tri thuong
quy hoic xa tri 2Gy/phan liéu véi 6 phan liéu/tuan (accelerated-fractionation)
don thuan véi cé hoa tri ddng thoi + hoa tri bo tro®’; xa tri don thuan so véi hoa
xa dong thoi két hop véi hda tri bo tro®8, hoa xa dong thoi véi Cisplatin so véi xa
tri don thuan®®; xa tri hodc hda xa dong thoi véi Uracil va Tegafur véi co/khdng
hoa tri b tro sau xa tri/hda xa dong thai®; thi nghiém pha 111 so sénh xa tri don
thuan voi héa xa ddng thoi tuan 1 va 5 dung Cisplatin 20mg/m#/ngay cong voi
Fluorouracil 400 mg/m?/ngay trong 96h lién tuc®:.

Phan tich gop dua trén dit liéu cua tirng ca nhan tir 19 thi nghiém Iam sang
ngau nhién cho thay song thém toan bo tét hon cé y nghia thong ké khi thém hoa
tri (VAo Xa tri) & nhom da hoa xa dong thoi ca véi c6/khong hda tri bo tro®2. Nguoc
lai, néu khdng c6 hoa tri dong thoi, hoa tri cam ¢ng hoic bo tro cong véi xa tri
khong mang lai loi ich séng thém c6 ¥ nghia thong ké so vai xa tri don thuan. Do
d6, hda xa dong thoi dige coi la “xwong song” trong diéu tri ung thu vom hong
tien trién tai chd tai vang.

Péng chu ¥, thir nghiém Intergroup 0099 da dugc tién hanh trong thoi dai xa
tri thong thuong, khi ma két qua diéu trj that bai tai chd tai ving chiém wu thé®.
Trong ky nguyén IMRT, thi di dat dugc kiém soét tai chd tai ving téi mac tdi uu.
Do d6, loi ich cua viéc bd sung hoa tri bo trg sau hda xa ddng thoi cho ung thu
vom hong lai tré thanh van dé gay tranh cdi. Két qua chinh cua thir nghiém 1am
sang ngau nhién pha 111% cho thay khdng su khéc biét co ¥ nghia thong ké ¢ tat
ca cac két qua cudi cung (thoi diém theo ddi trung binh 37,8 thang) dbi véi ung
thu vom hong tién trién tai chd tai ving dugc diéu tri chi bang hoa xa tri dong thoi
so véi hoa xa tri dong thai cong véi hda tri bd tro va ca ¢ két qua dai han® (thoi
gian theo ddi trung binh 68,4 thang: song thém 5 nim toan bd 80% so véi 83%,
P=0,35; séng thém bénh khong tién trién 5 nam: 71% so vdi 75%, P=0,72). Trong
mét thir nghiém pha III dau tién dwa vao dau 4n sinh hoc trong ung thu vom

hong®, 104 ca nguy co cao (xac dinh bang DNA EBV huyét tuong c6 thé phat
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hién dugc sau xa tri) duoc chi dinh ngau nhién vao nhom hoa tri bd tro bing
Gemcitabine va Cisplatin trong sau chu ky hoic nhém quan sat. Két qua I hai
nhém khdng c6 sy khac biét vé sbng thém 5 nim: toan b va séng thém bénh
khong tién trién (ti 16 5 nim séng thém toan bo: 64% so véi 68%; p=0,79; sdng
thém bénh khong tién trién: 49% so véi 55%; P=0,75).

Mot s6 phan tich téng hop mang ludi (network meta-analyses)®®-® cho két
qua 1a khong khac nhau c6 ¥ nghia thong ké gitta hai nhom diéu tri thém vao hoa
tri bd tro sau hda xa déng thoi, mac di 1a thiy xu hudng thuan loi cho hoa xa dong
thoi cong véi hoa tri bo tro. Kha niang chiu dung twong d6i kém cua hoa tri bo tro,
véi chi khoang 50%-76% s ca hoan thanh ké hoach hoa tri bo trg 5158 63,65, 70-72
c6 thé dan dén két qua théng ké khong thay rd loi ich cua hoa tri bo tro®. Thu
nghiém 1am sang dang trién khai, vdi ma s NRGHNOO sir dung DNA EBV huyét
tuong sau xa tri dé chon tng ctr vién cho hoa tri bo trg nham xac dinh cac nhém
con ¢6 thé can diéu tri bo tro trén co s& phan ting nguy co rii ro sau Xa tri. Phac
dd sir dung Capecitabine trong héa tri ciing dang dugc nghién ctu trong thir
nghiém Iam sang pha 11 (NCT02958111)%,

So véi héa tri bo trg, hda tri cam tng dua dén mot sb loi thé tiém ning: giam
C4C triéu chirng sém hon, dung nap t6t hon, sém loai bo di can vi thé va giam thé
tich khéi u dé giam liéu vao cac cau tric quan trong ™ 7. Tuy nhién, két qua 3
nam cua cac nghién ciu 1am sang ngau nhién’7" so sanh hoa xa ddng thoi véi co
hodc khdng c6 cam tng da khong chirng minh mot cach nhat quéan cac két qua
thuan loi lién quan dén héa tri cam &ng bo sung, ¢ thé 1a do su khac biét cac phac
dd cam tng duoc st dung hoic khong du ¢ mau®®. Khuyén nghi tir CSCO va
ASCO (1.2021) ciing trich din 3 cong b két qua ba thir nghiém 1am sang ngau
nhién pha III da trung tam tai Quang Chau, quy mo Ién st dung hda tri cam Gng
két hop hoa xa dong thoi so véi chi hda xa dong thoi. Do 1a cac thir nghiém sir
dung cam tng Docetaxel, Cisplatin va 5-fluorouracil (TPF)7® 7 (két qua 3 nim va
5 nam); Cisplatin va 5-fluorouracil (PF)® 8! ( két qua 3 nim va 5 nam); va phac

d6 Gemcitabine va Cisplatin (GP) (3 nam)®. C4c nghién ctru nay déu khang dinh
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tinh wu viét cua viéc bd sung héa tri cam ung vao hoa xa dong thoi so véi chi hoa
xa dong thoi dén sdng thém toan bo, sbng thém bénh khong tién trién va séng
thém khong that bai do di cin xa, trong khi séng thém khong that bai tai chd tai
vung dugc cai thién chi dugc cai thién trén ti 1 5 nam & phac do hoa tri cam Gng
stir dung TPF® 7°, Mot phan tich gop dua trén dix liéu cua tirng ca nhan (An IPD
pooled analysis) caa bén thir nghiém 1am sang ngau nhién danh gia vai tro cua
hoa tri cam tng két hop véi hoa xa ddng thoi so véi chi hoa xa ddng thoi®. Két
qua tir 1193 ca, thoi gian theo ddi trung binh 5 nam ching té hda tri cam g cong
v6i hoa xa tri dong thoi cai thién co y nghia thong ké dén séng thém toan bo
(hazard ratio [HR], 0,75; 95% CI, 0,57 dén 0,99; loi ich tuyét ddi tai thoi diém 5
nam la 6%) va song thém bénh khong tién trién (HR, 0,70; 95% CI, 0,56 dén 0,86;
9% loi fch tuyét dbi tai thoi diém 5 nam), véi loi ich séng thém chua yéu 1a do giam
that bai do di can (HR, 0,68; 95% CL, 0,51 dén 0,90; tuyét d6i giam 7%)75 77-8% 83,
Mat thir nghiém 1am sang ngau nhién da trung tdm tai Phap va Tunisia va Phap
trén tong cong 83 ca ung thu vom hong tién trién tai chd tai ving so sanh hoa tri
cam (ng TPF két hop hda xa dong thoi so véi chi hda xa déng thoi ciing cong bd
két qua ngan han®*. Vi thoi gian theo ddi trung binh 12 43,1 thang, ti 1é séng thém
bénh khong tién trién 3 nam 1a 73,9% & nhém c6 hoa tri cam tng TPF so Vi
57,2% & nhom tham chiéu [ti 18 nguy co (HR) = 0,44; Khoang tin cay (CI) 95%:
0,20-0,97, P = 0,042]. Tuong tu, ti I& séng thém toan bo 3 nam 1a 86,3% & nhém
TPF so v&i 68,9% & nhém tham chiéu (HR = 0,40; CI 95%: 0,15-1,04, P = 0,05).
Do d6, hoa tri dong mot vai trd quan trong ngoai hoa xa tri dong thai khi quan ly
ung thu vom hong tién trién tai chd tai viing trong thoi dai IMRT, chu yéu thong
qua cai thién trong kiém soét di can xa trong loi ich séng thém®®.

Tuy nhién, nhdm tac gia cia hudéng dan diéu tri ung thu vom cua ASCO va
CSCO® ciing luu y rang hau hét cac thir nghiém danh gia bd sung hda tri cam ang
vao héa xa dong thoi cho ung thu vom hong da duoc tién hanh & cac khu vuc c6
ti 1€ bénh luu hanh cao; kha nang rng dung cuaa hoa tri cam (ng trén nhiing ca

thudc cac ving con lai can cac nghién ctiru sau hon. Bén canh do, trinh tu két hop
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vé6i hoa tri (hoa tri cam (ng két hop hoa xa dong thoi hay héa xa dong thoi roi héa
tri bd tro) mang lai két qua tét hon trong thoi i hién nay van con khéng chic chan
vi ¢6 it thir nghiém 1am sang ngau nhién so sénh truc tiép hai phuong phéap nay.
Cac két qua hién tai chi bang cach so sénh tir suy dién cac ther nghiém véi hoa xa
ddng thoi: hda tri cam ung duong nhu hoat dong tét hon hoa tri bé trg trong viéc
giam di can xa ¢ nhitng ca ung thu vom hong tién trién tai chd tai ving. Theo két
gua phan tich nhém con cua thir nghiém lam sang NPC-0501, & nhom Xa tri véi
phan liéu quy udc: khi so sanh héa tri cam (ng+hoa xa déng thoi so véi hoa xa
dong thoi+hoa tri b trg goi y loi ich vé thong ké 5 nam & nhém c6 hoa tri trude
so v&i nhom hoa tri b trg8> 8. Cu thé 1a ti 1& sdng thém 5 nam toan bo gitra 2
nhom lan luot 1a 84% va 72% (P =0,042) va ti I¢ sbng thém bénh khong tién trién
5 nam dat 78% va 62% (P =0,015), twong &tng sau khi hiéu chinh chinh véi nhiéu
so sanh.

Trong cong bé: “Vai tro héa xa tri dang thay déi Véi ung thu vom hong tién
trién tai chd tai ving tir xa tri 2D/3D sang xa tri IMRT: Phan tich tong hop
mang ”(2017), cac tac gia da st dung céc thir nghiém 1am sang ngau nhién vé xa
tri véi co/khong hoa tri trong ung thu vom hong khong di can xa dé danh gia loi
ich sdng thém cua hoa xa trj giita xa tri 2D/3D va xa tri IMRT®. Theo d6, véi
tong cong 27 thir nghiém gdém 7.940 ca dugc dua vao phan tich. Cac phuong phap
diéu tri duoc phan thanh 7 nhém: hoa tri cam ang+xa tri; xa tri+hoa tri bo tro sau;
hoa tri cam Gng+xa tri+hda tri bd tro sau; hda xa tri ddng thoi; hoa tri cam
ng+hoa xa tri ddng thoi; hoa xa tri dong thoi+hoa tri bd trg. Dé phan biét gita
Xa tri 2D/3D va xa tri IMRT, ba nhém con trong IMRT duoc thém vao, bao gém
hoa xa dong thoi vai IMRT, hoa tri cam tng+hoa xa dong thoi véi IMRT va hoa
xa dong thoi IMRT+hoa tri bo trg sau. Piém P duogc str dung dé xép hang cac
phuong phap diéu tri. Két qua 1a phan tich trén ca ba md hinh phan tich téng hop
mang lugi Bayesian va hiéu tng ¢ dinh va hiéu tng ngau nhién déu cung cap két
qua tuong tu Va xép hang giéng nhau. Hoa tri cam tng+hda xa ddng thoi 1 phac

dd hiéu qua nhit so va&i hda xa déng thoi+hoa tri bd tro sau va hda xa dong thoi
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trong ky nguyén IMRT vé thoi gian sdng thém toan bo (HR, 95% CI, hoa tri cam
rng+hoa xa dong thoi so véi hda xa dong thoi+hoa tri b trg, 0,61 (0,45, 0,82):;
hoa tri cam ung+hoda xa ddng thoi so véi hda xa dong thai+hoa tri bo tro 0,65
(0,47, 0,91)), ty 16 sbng khdng bénh tién trién (PFS) (0,69 (0,54, 0,88); 0,63 (0,49,
0,80)) va ty Ié sdng khong di can xa (0,58 (0,28, 1,21) ); 0,60 (0,42, 0,85)). Hoa
xa dong thoi+hoa tri bd trg dat duoc loi ich sbng thém cao nhét so véi hoa xa
ddng thoi va hoa tri cam (ng+hoa xa ddng thoi vé ty & séng thém khéng tai phét
tai chd tai ving (LRRFS) (0,44 (0,15, 1,28); 0,72 (0,22, 2,33)). Trong s6 10 nhém
nay, sau khi phan biét gitra xa tri 2D/3D va IMRT, héa tri cam tng+hoa xa dong
thoi voi IMRT duoc xép hang dau tién vé séng thém toan b, song thém bénh
khong tién trién va song thém khong di can xa; hoa tri cam tng+hoa xa dong thoi
v6i IMRT duoc xép hang dau tién vé sdng thém khong tai phat tai chd tai ving.
Cac tac gia két luan: héa xa cam Gng+hoa xa ddng thoi nén 1a ché do pha hop
nhét cho ung thu vom tién trién tai chd tai ving trong ky nguyén IMRT.

Sau khi xem xét cac cong bd trong y van, nhém chuyén gia & CSCO va
ASCO (2021) cho rang, “trong twong lai, van can thiét mét thiz nghiém 1am sang
“doi dau truc tiép” so sanh héa tri cam ing+hoa xa dong thoi véi hda xa dong
thoi+hda tri bo tro”®.

Riéng nhom giai doan T3NOMO, so véi nhiing giai doan bénh tién trién tai
chd tai viing hon thi c6 nguy co thét bai diéu tri thap hon®’. Trong cac thi nghiém
Iam sang ngau nhién danh gia vai tro ctia hoa tri cam tng+ hoa xa déng thoi cong
hodc hoa xa dong thoi+ héa tri b tro, phan nhém nay khéng nam trong tiéu chuan
chon®? 647882 Cho dén nay, nhom chuyén gia & CSCO va ASCO (2021) cho rang,
do thiéu di liéu tir thir nghiém 1am sang ngau nhién va dé xuat mot cudc thao luan
chi tiét vé loi ich so vaéi tac hai cua viéc thém hoa tri cam tng hoac hda tri bo trg

vao hoa xa tri ddng thoi cho nhdm bénh nhan T3NQ3® 8789,
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1.2.3.3. Sur khac biét vé két qud va dinh hudng twong lai cho giai doan 111 va
IVA

Trong cac khuyén nghi diéu tri va tiéu chuan chon vao cac thir nghiém 1am
sang, giai doan 111 va IVA thudng duoc xép cting nhém®. Tuy nhién, can luu y
rang két qua cua ching hoan toan khac nhau. Trong mét céng bd (2016) tir hoi
ctru trén 1609 ca ung thu vom hong dugce danh gia bang hinh anh cong huong tir,
theo AJCC / UICC (7™ trudc diéu tri va xa tri bang IMRT tai hai trung tam &
Hongkong va Trung Qudc dai luc. Két qua phan tich sau khi danh gié lai giai doan
theo AJCC 8™ cho thay: dbi véi giai doan 111, ti I¢ 5 ndm song thém khdng that
bai tai chd tai viing, séng thém khdng that bai do di cin xa, sdng thém toan bo lan
luot 1a 90%, 86% va 83%. Nhiing ti I¢ nay tuong tng cho giai doan 1Va giam
xubng con lan luot 12 82%, 76% va 71%.%".

Nghién ctru trong tuong lai s€ tap trung vao viéc kham pha liéu phap manh
hon dé cai thién kiém soat di can xa, dac biét 13 giai doan IVA va kiém soét tai
viing khi bénh & giai doan T4. Giam thiéu doc tinh 1a mét linh vuc quan trong
khac dé cai thién. Trong s nhitng bénh nhan giai doan 111, hoa tri it chuyén sau
hon c6 thé an toan cho nhém nho T3NOMO va can phan tang chi tiét hon nguy co
bang cach két hop cac yéu td tién lugng khac®.

1.2.4. Vai trd EBV DNA trong thuc hanh diéu tri ung thw vom hong chan dodn
moi

Trong chuong: “Sir dung xét nghiém EBV mau trong quyét dinh quan 1y 1am
sang” (2021) viét rang, ndi chung, mdi bénh nhan ung thu nén nhan duoc diéu tri
c6 hiéu qua cao nhat ma chi phi, bién ¢ bat loi va thoi gian it nhat. Biéu tri qua
muc can thiét ¢6 thé dan dén nhiéu bién ¢ bat logi (cap va man tinh cao). Nguoc
lai, lai dAn dén ti I¢ tai phat cao. D3 c6 rat nhiéu nghién ciru cac yéu té tién luong
hitu ich dén két qua diéu tri: cac thong sb lién quan dén bénh va diéu trj cling nhu
cac yéu t6 khac (chiang han nhu loai mé bénh hoc, tudi, giéi tinh, chung toc, toan

trang va cac dau an sinh hoc ¢ tiém ning méi trong ung thu vom hong). Trong
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s6 cac dau hiéu nay, giai doan TNM va tai legng DNA EBV huyét twong 1a nhiing
yéu td c6 gié tri nhat®.

Nhiéu nghién ciru di béo céo rang tai luong EBV DNA huyét tuong c6 thé
la mot tiéu chi dang tin cay dé xac dinh nhitng bénh nhan cé ti 1¢ tai phat va ti 18
séng thém khac nhau. Mic d6 EBV DNA huyét twong ciia ca trude va sau diéu
tri déu co tac dong dén tién luong c6 v nghia thong ké & bénh nhan ung thu vom
hong va tai luong vi rat sau diéu tri chiém wu thé so voi tac dong cua tai lugng
trude diéu tri%.

Niam 2002, Chan va cong su (Hong Kong) ® da bao cao két qua tir nghién
ctru: ban dau d3 tuyén chon 170 bénh nhan ung thu vom hong dugc xa trj (véi ki
thuat théng nhat) véi co/khéng hoa tri két hop. Sau mot thoi gian theo déi ngan
(trung binh 116 tuan), ho quan sét thay ti 1& bénh khéng tién trién (PFS) trong 1
nam ddi véi bénh nhan c6 tai lwong vi rit sau diéu tri > va <500 ban sao/ml 1an
luot 1a 48% va 93%. Str dung méc = 4000 ban sao/mL cho DNA EBV huyét twong
trude diéu tri va mdc = 500 ban sao/mL cho DNA pEBV sau diéu tri, ho chia bénh
nhan thanh bdn nhdém con Vvéi ti 1 séng thém toan bo trong 1 nam 1 32%, 50%,
84% va 97% ddi voi nhitng ngudi c6 EBV DNA huyét twong cao sau diéu tri va
trude diéu tri, EBV DNA huyét twong cao sau diéu tri va thap trudc diéu tri, EBV
DNA huyét twong thap sau diéu tri va cao trude diéu tri, va EBV DNA huyét
tuong thip sau diéu tri va thap trude diéu tri. Mac do caa DNA EBV sau diéu tri
anh huong vuot troi so véi mic do cia DNA EBV trudc diéu tri dén ti 1& song
thém bénh khong tién trién. Ti sé nguy co (Risk ratio-RR) tai phat ung thu vom
la 11,9 (khoang tin cay 95% [CI] = 5,53 dén 25,43) d6i v&i bénh nhan c6 DNA
EBV sau diéu tri cao hon trude diéu tri va 2,5 (95% CI = 1,14 dén 5,70) ddi voi
bénh nhan c6 DNA EBV trudc diéu tri cao hon. Mic do EBV DNA cao hon sau
diéu tri lién quan c6 ¥ nghia thong ké véi ti 1 séng thém toan bo (P <0,001; RR
dbi véi ung thu vom tai phat = 8,6; 95% CI = 3,69 dén 19,97). Gia tri dy doan
duong tinh va am tinh ddi v6i ung thu vom tai phét trén nhoém c6 mac d6 EBV
DNA cao hon sau diéu trj lan lugt 1 87% (95% CI = 58% dén 98%) va 83% (95%
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CI = 76% dén 89%). Nhom tac gia két luan rang, mic do EBV DNA huyét tuong
sau diéu tri & bénh nhan ung thu vom co gia tri du doan manh mé& kha ning song
thém toan bo va séng thém bénh khong tién trién ciing nhu phan anh chinh xac
khéi lugng khéi u con lai sau diéu tri.

Nam 2004, Lin va cong su (Pai Loan) % ciing b4o céo két qua nghién cau
tién ctu trén 99 ca cho thay rang song thém toan bo kém hon c6 ¥ nghia thong ké
(P <0,001) va séng thém khdng bénh (RFS, relapse-free survival) (P <0,001) &
bénh nhan c6 DNA EBV huyét tuong c6 thé phét hién dai dang sau xa tri
(persistently detectable) (> 0 ban sao/mL), so véi nhitng bénh nhan khdng phat
hién dugc c6 EBV DNA.

Bang cach do hoi ciru cac mau huyét twong du trit tir 152 bénh nhan ung thu
vom hong di duoc hda xa tri dong thoi (CCRT) va thoi gian theo dbi trung binh
la 78 thang, Lin va cong su % c6 thé phan chia bénh nhan thanh ba nhém khac
nhau véi ti 1¢ sdng thém toan bo va séng thém khong bénh (RFS- Relapse-Free
Survival) 5 nam la 87,2%, 71,0%, 38,7% (P <0,0001) va 85,6%, 75,9%, 26,9% (P
<0,0001), trong tng theo mirc 46 EBV DNA huyét tuong trude diéu tri va sau
diéu tri.

Mot nghién ciu khac tuyén chon 210 bénh nhan ung thu vom hong duoc
diéu tri tién cau bang hoa tri cam tng (IndCT) + xa tri voi thoi gian theo doi toi
thiéu trong 6 nam di xac nhan két qua tuong tu %. Séng thém toan bd 5 nam
(59,2% s0 véi 86,0%, P = 0,0003) va song thém khéng bénh (RFS) (56,5% S0 V4i
79,3%, P <0,0001) la thap hon c6 y nghia thong ké ¢ nhitng bénh nhan c6 EBV
DNA huyét twong trude diéu tri > 1500 ban sao/mL so véi nhitng bénh nhan cé
EBV DNA huyét tuong <1500 ban sao/mL. Nhiing bénh nhan c6 EBV DNA
huyét tuong c6 thé phat hién dai dang 1 tuan sau IndCT + xa tri 6 song thém toan
bo kém hon c6 y nghia théng ké (33,3% so véi 79,4%, P <0,0001) va song thém
khong bénh (RFS) (23,3% so Véi 75,6%).

Le va cong su ciing bao cdo mdi twong quan c6 ¥ nghia théng ké gitra nong

d6 DNA EBV huyét twong sau diéu tri va khoang thoi gian tir ngay chan doan dén
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ngay tai phat/di can (Freedom-from-relapse) hozic theo ddi cudi hoic séng thém
toan bo trén 58 ca ung thu vom chan doan mai ¥. Bang cach theo déi DNA EBV
huyét twong trudc, trong va sau mdi 3-6 thang sau xa tri,ti 16 2 nam cua hai chi s6
trén lan luot 12 92% va 94% ddi véi bénh nhan khong thé phat hién duoc va 37%
va 55% ddi vai nhimg nguoi ¢ mirc do sau diéu tri 6 thé phat hién dugc (P <
0,0001 va P < 0,002).

Hou va cong su d khao séat twong quan giita DNA-EBV huyét tuong trudc
khi diéu tri voi thé tich u va ¥ nghia tién luong cua DNA EBYV trong huyét twong
trudc va sau diéu tri & bénh nhan ung thu vom hong dugc diéu tri bang xa tri%.
Két qua tir dix liéu trén 69 bénh nhan ung thu vom hong cho thay: Nong d6 DNA
EBV trong huyét tuong trude diéu tri ¢6 lién quan c6 y nghia thong ké véi véi thé
tich khéi u. Hon nita, nhitng ca phat hién duoc DNA EBV huyét twong sau diéu
tri c6 thé ti 1& séng thém 5 nam khoéng di can xa (50,0% so véi 91,2%, P < 0,001)
va s6ng thém 5 nam toan bd (50,0% so véi 91,2%, P < 0,001) so véi nhitng hd
so EBV DNA dudi ngudng phét hién.

Gan day, nhiéu b&o c&o hoi ctiu tir ving dic hiru bao gom ¢& mau tir hang
tram dén hang ngan da xac nhan rang bénh nhan c6 DNA EBV huyét tuong sau
diéu trj c6 thé phat hién duoc lién tuc hoic tai lugng DNA EBV cua huyét tuong
trudc diéu tri cao co cac ti 1& song thém khac nhau kém hon c6 y nghia thong ké®2,
Két qua tir thar nghiém 1am sang ngau nhién, da trung tim cong b nim 2018
(NPC-0502, Héng Kong) di ching minh duoc ti 16 thap hon co y nghia théng ké
vé: séng thém 5 nam toan bo (87,3% so véi 60,2%, P < 0,001) va séng thém 5
nam khong bénh (RFS) (77,1% so véi 45,4%, P < 0,001) ¢ bénh nhan c6 DNA
EBV c6 thé phat hién sau xa tri®.

Thém nixa, ba phan tich tong hop: “Tién ich 1am sang ciza DNA EBV huyét
twong trong ung thu vom hong, binh minh ciza mét ky nguyén méi?: téng quan hé
thong va phan tich téng hop trén 7836 ca” (2015), “Mitc d6 DNA EBV nhw mot
yéu té tién lwong trong ung thu biéu md vom hong: phan tich téng hop” (2016),
“Phan tich téng hop Vé vai tro tién lirong ciia DNA EBV huyét tiong doi véi ung
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thu biéu md vom hong” (2017) déu xac nhan tién luong vai trd cia DNA EBV &
bénh nhan ung thu vom hong®-1%,

Tac dong vé su ton tai EBV DNA tai cac thoi diém khac nhau hiém khi duoc
nghién cau®. Cong bd cua Leung va cong su (2014) cho thay 49% sé ca (52/107
bénh nhan) c6 EBV DNA c6 thé phat hién dugc ¢ giita ky cua xa tri/hda xa dong
thoil2 . Ngoai ra, nhitng bénh nhan cd thé phat hién dugc EBV DNA tai thoi diém
giira ky cua xa tri/hda xa dong thoi 1a mot tién lugng xau cho két qua diéu tri, ¢d
lién quan dén phan Ién tat ca c4c that bai va phan biét két qua tot hon so véi giai
doan khéi u. Tuy nhién, chi tir két luan cia mot nghién ctu thi can phai duoc cac
nghién cuu khac chitng minh%. Lin va cong su bdo cdo nam 2018 trén 206 ca ung
thu vom hong tién trién da duoc hda tri cam tng két hop vai hoa xa tri déng thoi
va do tai luong EBV DNA trude khi diéu tri, tuan thi nam (giira ky hoa tri cam
rng) va tuan tht mudi (sau hda tri cam ung) va 1 tuan sau xa tri (sau xa tri)*.
Két qua cho thady EBV DNA trude diéu tri, sau hda tri cam ang va sau xa trj la
nhitng bién sé quan trong dé dur doan két qua cho bénh nhan ung thu vom hong.
Trong khi d6, EBV DNA duoc do ¢ giai doan gitra cua cua ky hoa tri cam tng
khong anh hudong dén séng thém. Tém lai, bénh nhan c6 EBV DNA sau diéu tri
c6 thé phat hién dai dang va/hoic EBV DNA cao trude diéu tri 12 ang vién tdt dé
diéu tri tich cuc hon trong cac nghién ciru trong twong lai. Y nghia cua tai luong
DNA EBYV tai thoi diém gitta qua trinh diéu tri can duoc Xac nhan them®2.

1.3. Chdt lweng cugc song va cac nghién ciru lién quan dén ung thuw vom hong
1.3.1. Khéi niém vé chdt lirong cuge séng

“Chdt lrong cugc séng” (Quality of Life) ton tai nhu mot khai niém doc 1ap
véi cac van dé vé ung thu hodc cham soc sirc khoe. Pinh nghia rong nhat caa chat
lugng cudc sdng 1a danh gia hanh phic ca nhan, bao gom tinh doc 1ap ca nhan va
cac khia canh vé x& hoi, ton gido, gia dinh, tAm 1y va stc khoe. Chét luong cudc
song lién quan dén sic khoe (Health-related quality of life) 1a mot khai niém hep
hon cua chat lwgng cudc séng, tap trung vao cac khia canh lién quan nhat hoic cé

kha ning bi thay doi boi cac van dé suc khoe 1%,
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To chac Y té Thé gisi dinh nghia chit luong cudc song 1a “nhdn thic cia
cé& nhan vé v; tri cia ho trong cudc séng ¢ bai canh cia nén vin héa, hé thong
gia tri ma ho dang song va lién quan dén muc tiéu, ky vong, tiéu chudn va maéi
quan tam cua he . D6 1a mot khai niém c6 pham vi rong, bao gom phirc hop: sirc
khoe thé chat, trang thai tam ly, muac d6 doc 1ap, cac mdi quan hé x& hoi, niém tin
ca nhan va méi quan hé caa ho véi cac dic diém ndi bat ciia moi truong”1%,
1.3.2. Mgt sé ¢dng cu do lwong chat lirong cuée song

Trong cdng b vé tdng quan vé sir dung bo cau hai trong nghién ciu chat
lugng cudc song trong ung thu dau co (Wotherspoon va cong su, 20171%), két qua
danh gia tir tong cong 1498 cdng bd (bao gom 149 bai tong quan). Theo dé, hau
hét cac nghién cutu lién quan dén su két hop cia cac nhdm bénh trong ving dau
¢ (n = 871); 180 nghién ctu chi tap trung dac biét vao khoang miéng, va 109 tap
trung vao thanh quan. Cac cha dé phé bién nhat 1a nudt (n = 353), néi (n = 299),
dau (n = 292), cam xuc (n = 226) va tram cam (n = 193). Trong s6 hon 250 b
cdng cu dugc su dung thi phd bién nhat 13 bo cdng cu EORTC-C30, n = 369,
EORTC H & N35, n = 353), va UWQoL (n = 276). (xin xem chi tiét & dudi day)
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Bdng 1.8: Phan logi va tan sudt si dung trong 1498 cong bé vé chdt lweng

CUgC Song trén ngwoi bénh ung thw dau cé

Loai Bo cong cu n
Do lwong QoL [Thang do 5 khia canh cua chét luong cudc sdng Chau Au ;
chung (EuroQol-5D, EQ-5d)
Do luong QoL B6 30 cau hai vé chat lugng cugc song cdt I6i caa co quan 269
trén bénh nhan [Nghién ciru va Diéu tri Ung thu Chau Au (EORTC C30)
ung thu noi Danh gia chirc nang cua liéu phap diéu tri ung thu: Tong quat 41
chung (FACT-G)
B6 35 cau hai vé chat lugng cudc séng chuyén biét cho ung
Do luong QoL [thu dau c6 cua co quan Nghién ctiru va Biéu tri Ung thu Chau| 353
cho ung thw dau Au H&N35
o Chat lugng cudc song cua Pai hoc Washington (UWQoL) 276
Péanh gia Chire ning cia Diéu tri Ung thu- dau va cd (FACT H&N) 77
Ban kiém ching khé nuét MD Anderson (Ching khé nuét 62
Cac cong cu MDAPI) 4 A oA A A ‘-
Do Iuong chat luong cudc song lién quan dén giong noi (V-
danh gia chuc 15
RQolL)
nang chuyén ) N ) )
. |Bang hoi phuc hoi rang miéng Liverpool (LORQ) 7
bi¢t ¢ dau co . . .
Chi s6 Suy giam Phau thuat Co (NDII) 7
Bang cau hoi nuét SYDNEY (SSQ) 1
Thang do lo au va tram cam bénh vién (HADS) 85
Khac
Thang do Ngoai hinh Derriford 24 (DAS 24) 2

Nguon: Review of HaNDLE-on-QoL: a database of published papers that use questionnaires to

report quality of life in patients with cancer of the head and neck. British Journal of Oral and
Maxillofacial Surgery, 56(2), e5-£9.1%

Trong d6, bd 30 cau hoi vé chat luong cudc séng cbt 18i cua co quan nghién
ctru va Didu tri Ung thu Chau Au (EORTC C30) di dugc sir dung tir hon 25 nam

nay, 14 mot trong nhimg thang do phd bién nhat khi danh gia chat luong cudc song
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trong ung thu'®”. Hon nita, thang do ndy con cd dit liéu quy chuan cho dan sb
chung dura trén 15.386 nguoi ¢ 13 qudc gia chau Au, Canada va Hoa Ky.

Theo “tong quan hé thong: gia tri ciia bg cau héi EORTC QLQ-H&N35 qua
cac ngbn ngi” (2021), nghién ctu nay thyuc hién trén téng cong 17 nghién cau
thuc hién trén 28 quéc gia bang 21 ngdn ngir'®. Cac tac gia da két luan ring triéu
chtng c6 hiéu qua do luong kém, dic biét 1a van dé noi, vin dé vai céc giac quan,
nudt, an udng véi xa hoi, dau va suy giam tinh duc, can dugc diéu chinh bang cac
phuong phap bd sung phi hop. Cac thang do nay co lién quan dén 1am sang va
tam 1y va do d6, van nén dugc str dung. Nhin chung, b cong cu nay cung cap
thong tin toan dién dua trén bang cau hoi hop Iy vé mat tim Iy ma bénh nhan va
cac bac si 1am sang co thé tiép tuc tng dung. Ngoai ra, nghién citu nay c6 thé hitu
ich trong viéc thu thap dir liéu cua cac nghién ciru trén toan cau dé co thé so sanh
gitra cac nén van hoa va cac thudc tinh tdm ly trén mot nén tang duy nhat. Bang
cau hoi QLQ-H&N35 1a mot cong cu manh mé va cd thé dugc khuyén nghi thuc
hién trong danh gia chat lugng cudc séng cua bénh nhan ung thu dau c6. Bo 35
cau hoi vé chat lugng cudc song chuyén biét cho ung thu dau cd cua co quan
Nghién ctu va Piéu tri Ung thu Chau Au H&N35 ciing da co dir liéu tir dan sd
chung & Thuy Dién dua trén 1054 nguoi tra 16i1%,

1.3.3. Chdt lirong cugc séng ¢ ngueoi bénh séng sau diéu tri ung thu dau cé

Niam 2018, Economou va cong su M trong chwong “chdt lirong cugc song
va ldp ké hoach cham séc nguwoi song sau diéu tri ung thw dau cé” da trich dan
lai md hinh cua Ferrell va cong su (1995) . Theo d6, cac van dé vé chat lugng
cudc séng cho ngudi bénh sau diéu tri thanh cong ung thu dau c6 gom: chirc ning,
cac linh vuc chung vé thé chat, tam ly va hanh phuc xa hoi (social well-being) -
Economou ciing da dan lai cac két qua nghién ciu trude d6 cho thay, danh gia
chét lwong cudc sdng ¢ nhitng ngudi séng sau diéu tri ung thu dau ¢6 ngay cang
quan trong do ti 1& mac bénh ngay cang ting & quan thé ngudi tré va cac di ching
lau dai sau diéu tri da phuong thic. N6i chung, bang ching cho dén hién tai cho

thay tinh trang suc khoe téng thé cai thién & nhimg nguoi sdng sau diéu tri xong
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ung thu dau cd. Tuy nhién, céc khia canh khong phuc hdi vé mirc co ban (muc
trude diéu tri) bao gom chirc nang thé chat, chire ning vai trd, chic nang xa hoi,
mét mai, chan dn, kho khin vé tai chinh, kho khan vé giao tiép bang 10 va tiép
xdc x& hoi. Du bao vé yéu td tién luong xau dén chét luong cudc sdng theo thoi
gian bao gém cac triéu ching tram cam, tinh trang kinh té x4 hoi thap hon, nguoi
tré tudi, nhiéu bénh di kém, dn qua x6ng, chan doan ung thu khoang miéng, sir

dung thudc 14 va tién s xa tri.
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Hinh 1.3: CAc yéu té danh hwéng dén chét lwong cugc séng 6 ngwoi bénh sau

diéu tri ung thw diu co

Swc khée chirc nang
R&i loan chire nang vai/chi trén Sirc khoe thé chat chung
Xo hoa co Dau
Co cling co ving cd Mét moi lién quan dén ung thu
Khit ham Ngung th¢ khi ngu/roi loan giac ngu
Chting kho nudt Doc tinh trén tai
Hep dudng nubt/hit sic Suy giap
PhU bach mach Bénh trao ngugc da day thuc quan
Réi loan vi giac CAac van dé vé rang miéng
R&i loan giong noi

'\/

[ Chat lwong cugc song }

—

Swc khée xa hgi/ Social well being

Strc khoe tam than

, Gia dinh dau kho
Lo lang , ,
. Roi loan hinh anh co thé
Tram cam
Tinh duc

Pau khé tam Iy

o Céch ly xa hoi
So bénh tai phat

Van dé viéc lam/tai chinh

Theo Ferrell va cong sy (1995)H0 11
Ngudn: D. Economou and V. Sun. Survivorship care planning and quality of life In:

Multidisciplinary Care of the Head and Neck Cancer Patient, Springer 2018
Phan tich téng hop vé chat lwong cudc séng caa nguoi bénh sau ung thu
“man tinh” (2020) d& xuat mot khéi niém mai - ung thur man tinh khi nhitng nguoi

sbng sot tiép tuc d6i mat véi hau qua lau dai cua bénh ung thu va viée diéu tri né.
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112 péi véi nhitng ngudi sdng s6t ndy, chat luong cudc song tré thanh mot yéu td
quan trong dé tim hiéu kha nang sdng cua ho va tac dong lau dai caa bénh ung thu
va cach diéu tri cua nd. Céc tac gia caa nghién ctru nay dat muc dich chinh 1a md
ta chat luong cudc sdng cua nhitng nguoi song sau diéu tri ung thu tir 2 nam tro
lén sau thoi diém chan doan, tiéu chuan chon 1a nhimg nguoi séng st véi nhitng
tac dong lau dai, do anh huong cia ung thu va phuong phap diéu tri (ung thu).

Tur phan tich tong hop trén 64 nghién ctru dat tiéu chuan trén cho thay, chat
lwong cuoc Séng bi anh hudng dang ké tir 2 dén 26 nam sau khi chan doan ung
thu. C4c tac gia cho rang, can nghién ctru thém dé xac dinh kha nang diéu chinh
chat luong cudc séng ¢ nhitng nguoi sdng s6t 1au dai sau ung thu.

Nam 2019, Katherine Taylor va Susanne Singer (Puc) 3 di cong b tong
quan tai liéu, thao luan vé nhimg gi da biét vé chat luong cua cudc séng duoc do
bang mot cdng cu da duoc xac thuc trong sé nhitng bénh nhan da séng tir 5 nim
tré 1én sau chan doan ung thu dau c6. Nhom tac gia da tong két tir 8 cong bd, trong
d6 co 4 cong bd sir dung thang do chét lwong cudc sbng cia co quan nghién ctu
va diéu tri ung thu chau Au, EORTC QLQ-C30. Cac thang diém chirc ning cua
cac nghién ctru nay duoc biéu thi ¢ hinh ¢ phan nay. S6 ca nghién ciru dao dong
(tir n = 26 dén n = 242), diém chirc nang trung binh dao dong nhu sau:

Chtrc nang thé chat; 70 - 87;

Chtrc nang vai tro: 71 - 89;

Chtre nang cam xuc: 68 - 84;

Chtre nang nhan thac: 73 - 83;

Chtrc ndng xa hoi: 73 - 83.

QoL tong thé trung binh: 57 - 77
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Hinh 1.4: Chdt lwong cugc song sau diéu tri ung thw dau coé tir 5 néim tré 1én
do bang EORTC QLQ-C30

100
90

80
7
6
=
4
3
2
1
0

o O O O O O O

Thé chat Vai tro Cam xuc Nhan thirc X3 hoi Qol tong thé
M Bjordal va CS Bjordal va CS Rogersva CS ' Oskam vaCS. = TsaivaCS
7-11 nadm sau DT, HF 7-11 nam sau BT, CT 5-10 ndm sau CB  8-11nam sau CD 5-13 nam sau CD

(Cha thich: Hinh trén dich tir ban gdc cua tac gia 13, Cac nghién ciru duoc trich dan: Bjordal va
CS 4 Rogers va CS 5, Oskamet va CS 16, Tsai va CS 7
Cac cha viét tat: PT: Piéu tri; CP: Chan dodn; HF: hypo-fractionated (gidm sé phan liéu — 2,35 Gy,
4 ngay/tuan; CT: conventional therapy (xa tri quy wéc 2Gy/phan liéu)
CAc tac gia két luan rang, van thiéu mot b tranh rd rang vé chat lugng cudc
séng ctia nhdm bénh nhan nay. C6 bang chung cho thdy mot sé bénh nhan gap
kho khin khi nudt va kho miéng, ciing nhu khé nga, mét méi, dau va kho tho.
1.3.4. Chat lwong cugc séng 1a mét yéu té tién hwong dén song thém trong ung
thu
Trong mét vai thap ky gan day, viéc do luong két qua 1am sang & nhitng bénh
nhan bi chan doan ung thu, tap trung vao két qua do luong do bénh nhén béo cao
(patient-reported outcomes (PROs) % 1. Piéu nay ciing c6 nghia ban than bénh
nhan cung cip y kién c& nhan vé bénh caa chinh ho, cac triéu chung caa ho va
chat luong cudc séng lién quan dén stuc khoe (HRQoL) 2. Hon nita, tir nhitng béo
c&0 nay cd thé cung cap cho cac chuyén gia cham séc stirc khoe thong tin bo sung
vé tién lugng cua bénh nhan ung thu.
Tir nam 2016, Co quan Quan Iy Thyc pham va Dugc pham Hoa Ky (FDA)
118 33 khuyén nghi sir dung ba khéi niém dugc xac dinh gan véi tac dung cua

phuong phép diéu tri d6i véi bénh nhan: bién cb bét loi, chic ning thé chét
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(physical functioning) va, khi thich hop, do luong céc triéu chiing chinh cua bénh.
Tuy nhién, van chua rd 1y do tai sao chirc nang thé chat dang dugc khuyén nghi
la két qua chirc nang duy nhat can duoc danh gia, boi vi didu ndy bo qua tam quan
trong tiém ning cua cac linh vuc chirc nang khac nhu hoat dong cam xuc va xa
h6| 119

CAac nghién ctiru gan day da chi ra rang viéc nam bat di liéu bénh nhan ty
danh gia khéng chi cd thé cai thién quan Iy triéu ching, giao tiép gitra bénh nhan
va bac si 1am sang, dong thoi chia sé quyét dinh va sy hai long caa bénh nhan voi
su cham soc ma con cai thién dang ké ti 18 séng thém toan bo. Do d6, mot trong
tam da duoc dit ra trong nhitng ndm gan day l1a nghién ciu chét luong cudc séng
lién quan dén suc khoe °.

Theo “Két qua do bénh nhan béo céo 1a yéu t6 tién lwong déc 1dp cho sw
song thém trong ung thie: Tong hop y van va phdn tich tong hop ”, céc tac gia da
nghién ciu tir 138 nghién ctru trude d6 vai tong s6 158.127 ca'?. Trong s6 nay,
120 (87%) nghién ctru da bao céo it nhat mot muc cua két qua do bénh nhan tu
bdo céo cO gia tri tién luong cO y nghia thong ké dén song thém toan bo. Céc
nghién ctiu nhiéu nhat trong sé dé 1a ung thu phéi (n =41, 29,7%) va ung thu tiét
niéu sinh duc (n = 27, 19,6%).

Pdi véi ung thu vom hong, ¢6 nghién ciru da chimg minh duoc chat lugng
cudc sdng trude diéu tri 1a mot yéu té tién luong séng thém toan bo va sdng thém
khong di can xa (2010) 2%, Trong nghién ctu ndy, tir 347 ca méi chan doan, danh
gia chat lugng cudc séng trude diéu tri bang thang do EORTC QLQ-C30, phién
ban Pai Loan, cac tac gia b&o céo rang, ti 1& kiém soat tai chd tai ving
(locoregional control , LRC), song thém khong di can xa (distant metastasis-free
survival, DMFS) va séng thém toan bo 5 nam dat lan luot 1a 72,9%, 79,1% va
68,4%. Sau diéu chinh cac bién 1am sang, 10 bién chat lugng cudc sdng dugc quan
sat thay c6 lién quan c6 ¥ nghia thong ké (p <0,05) dén song thém toan bo va bon
bién chat lwong cudc song cé lién quan dén sdng thém khong di cin xa. Khong co

bién nao vé chat luong cudc séng co gia tri tién luong dén kiém soét tai chd tai
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viing. Trong sé cé&c bién vé chat luong cudc sdng véi gid tri tién luong cd v nghia
thng ké dén sdng thém toan bo va séng thém khong di cin xa, chtrc nang vat ly
la c6 gi4 tri du bado manh nhét. Tang 10 diém trong diém hoat dong thé chat co
lién quan dén giam 23% (95% CI, 12% dén 34%) kha ning tir vong va giam 22%
(95% CI, 9% dén 36%) kha ning di can xa.

Mot cong bd tir khac tir nhém nghién ctiu ¢ dai hoc Trung Son (Quang Chau,
Trung Quéc) trén nhdm bénh nhan ung thu vom hong dugc Xa tri IMRT, tir 501
ca ung thur chan doan méi hoan thién do chat luong cudc séng bang EORTC QLQ-
C30 (v 3.0) va QLQ-H&N35', C4c tac gia bao cao rang, trong phan tich da bién,
chtrc nang nhan thire trude diéu tri trong thang do QLQ-C30 c6 lién quan cd y
nghia thong ké dén séng thém khong tai phat tai chd tai ving (local recurrence-
free survival, LRFS), v6i HR= 0,971 (95%CI 0,951-0,990), p = 0,004. Trong cac
thang do QLQ-H&N35 phan tich da bién, diém rang trude diéu tri (p = 0,026) va
cam thay bi bénh (p =0,012) c6 lién quan c6 ¥ nghia thong ké dén séng thém bénh
khdng tién trién (progression free survival, PFS), véi HR = 0,984 (95% C1 0,971
0,998) va 1,004 (Cl 95% 1,001-1,007), twong tng. Cam thay 6m trén thang do
QLQ-H&N35 ¢6 lién quan ¢ y nghia thong ké véi séng thém khong di cin xa,
véi HR 1a 1,004 (95%CI 1,000-1,007), p = 0,043. Khong c¢6 thang do nao cua
chat lugng cudc song trude diéu trj o tac dong co y nghia thong ké véi song thém
toan bo trong phén tich da bién.

1.3.5. Mgt sé nghién cizu chdt lwong cugc song trong ung thir vom hong

Theo nghién ctu “tdc dong cua bién cé bat loi man tinh dén chdt lwong cuge
song trén nhitng ngueoi song sot sau diéu tri ung thu vom miii hong” (2014), nhém
tac gia da khao sét cat ngang vé chat lwong cudc séng (ngudi bénh tu danh gia)
va bién cé bat loi man tinh (theo CTCAE v.4.0) trén nhimg ngudi ¢6 séng thém
khoéng bénh hon 5 nam sau diéu tri ung thu vom hong™’. V&i n=242 ca (xa tri 3D
hoic IMRT voi c6/khong két hop hoa tri, danh gia chat lugng cudc sdng bang bo
cong cu EORTC QLQ-C30. Két qua 13, trong mé hinh da yéu té cta GLM-
MANOVA, trong s6 nam doc tinh mudn caa thang do CTCAE, bénh Iy than kinh,
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mét thinh giac va kho miéng dugc quan sat thiy lién quan c6 ¥ nghia théng ké &
toan bo 15 thang do QLQ-C30. Mot xu hudng cd ¥ nghia thong ké (p <0,05) da
duoc quan sét, chi ra rang nhitmg ngudi séng bi bénh 1y than kinh ning hon, mat
thinh giac hodc khd miéng c6 két qua toi té hon vé diém QoL téng thé, ca 5 thang
do chirc ning va mot loat cac thang diém triéu chung. Cac tac gia két luan: “Pé
cai thién két qud chdt lwong cugce séng cho nhitng nguoi song sau diéu tri ung thu
vom hong, phat trien ky thudt xa tri hién dai khéng chi tdp trung vao viéc giam
liéu cho tuyén nuéc bot ma con vao cac cdu tric gidgi phdu cé lién quan dén bénh
than kinh va mdt thinh lyc. ”

Thém nita, & céng bé: “chdt hrong cugc séng dwoc cdi thién doi véi nhiing
nguoi song lau dai sau Xa trj IMRT ung thu vom hong ”(2015), cac tac gia ching
minh duoc sau danh gia hdi ciru 176 ca da duoc diéu tri ung thu vom hong bang
Xa tri IMRT (xh6a tri)*23. Chét luong cudc song duoc danh gia bang bo cong cu
EORTC QLQ-C30 va H&N35 sau diéu tri 5 va 8 nam. Két qua Ia chat luong cudc
sbng tai thoi diém 5 nam cho thay sy cai thién co ¥ nghia théng ké cua hau hét
cac muc va 6n dinh tir 5 ¢én 8 nam.

Ngoai ra, cling dd ¢ nghién ctu vé bién ¢ bat lgi man tinh va chat luong
cudc séng cua nhitng ngudi sdng sau diéu tri ung thu vom hong di duoc Xa tri
bang IMRT so véi xa tri bang ki thuat knong IMRT (2016)'*. Nghién ctu nay
mo ta cat ngang vé chat luong cudc séng va bién cb bat loi man tinh tir 242 ca da
dugc chan doan 13 ung thu vom hong c6 thoi gian séng thém khéng bénh >5 nim
sau khi diéu tri bang IMRT (n = 100) hoic khéng IMRT (n = 142) Bién c6 bét loi
man tinh theo CTCEA v.4 va chit lwong cudc séng sir dung bo thang do EORTC
QLQ-C30 vd EORTC QLQ-C35-H&N. Két qua 1a nhom da diéu tri bang IMRT
c6 két qua tot hon ca vé mit thong ké (p <0,05) va 1am sang (su khéac biét cua
diém trung binh dy doan> / = 10 diém) vé QoL tong thé, chirc ning nhan thic,
chtrc nang xa hoi, mét moi va 11 thang diém cua QoL trong ung thu dau co. Cac
bién cd bat loi man tinh, bao gom bénh than kinh, mat thinh giac, kho nuét, rdi

loan chuyén hoa va xo hoa c6 it nghiém trong hon dang ké & nhém IMRT. Phén
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tich da bién cho thay ki thuat Xa trj c6 lién quan c6 nghia théng ké véi doc tinh
mudn va két qua QOL sau khi diéu chinh cac bién sé 1am sang va nhan khau hoc
Khéac.

M3t khac, nhém tac gia do Pan ding dau dd cong bd nam 2017: “Xg tri IMRT
mang lai chdt lirong cuge song tét hon so véi xa tri 2D thuwong quy (2D-CRT) cho
bénh nhdn ung thu biéu mé miii hong giai doan 11?5, Nghién ctru cit ngang nay
trén 106 ca ung thu vom hong giai doan II da diéu tri, cd thoi gian sbng thém
khong bénh tir 3 nam trd 1én: xa tri 2D (n = 47) so voi IMRT (n = 59). Chat lugng
cudc séng duge danh gia bang thang do EORTC QLQ-C30 va EORTC QLQ-H
&N35. Két qua la nhitng ngudi da duoc xa tri IMRT (vai c6/khong hda tri két
hop) c6 két qua tot hon vé céc triéu chiing cta chat luong cudc song lién quan dén
ung thu dau ¢b so véi nhitng bénh nhan nhan 2D thudng quy véi cd/khéng hoa tri
ddng thoi. Cac tac gia két luan, diéu tri bang IMRT cai thién chit luong cudc séng
d6i voi bénh nhan ung thu vom hong giai doan 11 so véi xa tri bang ki thuat 2D
thuong quy.

Cung thoi gian d6 (2017), ciing nhom tac gia do Pan dimg dau céng bo: “Hoa
xa tri dong thoi lam giam chdt liwong cudc song cua bénh nhan ung thu vom hong
giai doan 1150 Vi X tri ”128. Nhém nghién ctiu ndy duya trén nghién ciru cat ngang
nay trén 106 ca ung thu vom hong giai doan II da diéu tri, c6 thoi gian séng thém
khong bénh tir 3 nam trd 1én: xa tri don thuan (n = 55) hoac hda xa déng thoi (n
= 51). Chat luogng cudc sdng duoc danh gia biang thang do EORTC QLQ-C30 va
EORTC QLQ-H &N35. Két qua phan tich cho thay, xa tri cho két qua tot hon hoa
Xa tri d6ng thoi vé diém chat luong cudc song tong thé, thang do chirc niang, thang
diém triéu chiing vé mét moi va mat ngu, cac van dé tai chinh va tang can. Nhing
nguoi chi trai qua 1 chu ky héa tri ¢ong thoi co két qua QoL té hon nhiing nguoi
séng s6t nhan dugc 2 chu ky hoa tri déng thoi. Nhitng treong hop nhan dugc 3
chu ky hda tri dong thoi cé két qua QoL tdt nhat.

Gan day hon, McDowell va cong su (2018) cdng bb nghién ctu trén 107 ca

c6 tién st xa tri IMRT (véi co6/khong hoa tri két hop) ung thu vom hong ¢6 séng
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thém khéng bénh >4 nam'?’. Theo d6, nghién ctiu cat ngang danh gia bién cb bat
loi theo CTCAE, v 4.03 va danh gia chat lwong cudc song bang thang do danh gia
chtrc nang cua diéu tri ung thu-dau cd, danh gia chie ning cua diéu tri bénh man
tinh-mét moi, thang do 5 khia canh cua chat luong cudc séng Chau Au (EuroQol-
5D), bang kiém triéu ching MD Anderson - dau va ¢, thang diém tram cam va
lo 13ng bénh vién. Két qua 1a, diém trung binh cuaa chirc ning cta diéu tri ung thu-
dau co, chire niang cta diéu tri bénh man tinh-mét moi, thang do 5 khia canh caa
chét lwong cudc sdng Chau Au lan luot 13 105,0 (46-148), 116,6 (44-160) va 0,85
(0,29-1,00). Khd miéng, chat nhay (mucus), nubt/nhai, tri nhé va cac van dé vé
rang/nudu duoc cho diém cao nhat trong Bang kiém triéu ching MD Anderson -
dau co; mirc do nghiém trong cua triéu ching trung binh va diém giao thoa triéu
chting 1an luot 12 2,3 va 2,4. C4c bién ¢ bat lgi tir d6 3 tré 1én dugc ghi nhan &
50 bénh nhéan (47%), thuong gap nhat 1a cac van dé vé thinh giac (46, 43%). Po
thinh luc cho thdy mat thinh luc hai bén dang ké (46> / = 3) ¢ 68 bénh nhan (72%).
Tram cam (25%), lo lang (37%), va mét moi (28%) 1a phd bién va c6 mdi twong
quan chit ché vai QoL. Hau hét bénh nhan (69%) phat trién suy giap; 1 bénh nhan
(1%) bi réi loan chirc nang tuyén yén can thay thé hormone. V50> 90 va V45> 99

dén tuyén giap twong quan vdéi ti 1é suy gidp cao hon dang ké.
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CHUONG 2: POI TUQNG VA PHUONG PHAP NGHIEN CUU
2.1. Thei gian va dia diém nghién ciru
Thoi gian : Tur 1.9.2016-31.9.2022
Dia diém nghién cau : Khoa xa dau co- Bénh vién K.
2.2. Doi twong nghién ciru
2.2.1. Poi twong nghién cizu cho myc tiéu 1
2.2.1.1. Tiéu chudn lya chon
Puoc chan doan 13 ung thu vom mii hong, mé bénh hoc 13 ung thu biéu mo
khong biét hoa, bénh & giai doan 11-1VB (AJCC 2010).
Pi duoc chi dinh phac d6 hoa xa dong thoi véi Cisplatin 200 mg/m? ngay 1,
22, 43 vai co/khdng hoa tri b trg va thuc hién dua lidu xa tri triét can.
Diéu tri tai khoa xa dau ¢, bénh vién K tir 1.1.2010 dén 31.12.2013.
Du ho so luu trit va dong y tham gia nghién ctu.
2.2.1.2. Tiéu chudn logi tre
Bénh nhan ¢ tién st bénh tam than phdi hop hodc diéu tri ung thu trude d6
Bénh nhén ¢6 ung thu ddng thoi
2.2.2. Déi twong nghién cizu cho myc tiéu 2
2.2.2.1. Tiéu chudn lya chon
Nhitng nguoi ¢6 séng thém khéng bénh tir 5 nam tro Ién.
2.2.2.2. Tiéu chuan logi trir
Ngudi co ung thu ddng thoi
2.3. Phwong phap nghién cuu
2.3.1. Thiét ké nghién cizu
M6t a hdi ciu két hop tién ctu cd theo dai doc.
2.3.2. C& mau va chon mdu nghién citu
2.3.2.1. C&mau
a. Cé mau cho muc tiéu 1

Str dung cong thuc tinh ¢d mau xac dinh mot ti 1& 128
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p(1—p)
1-7  (pe)?
Trong do:
n 1a ¢& mau téi thiéu

Zy

i la gid tri tr phan bé chuan, lay mire ¥ nghia thong ké = 5% thi Z, o=
1,96

p la ti 18 wéc doan tir nghién ciu trude, séng thém 5 nam toan bo vai phac
d6 tuong tu dat 68%"2°

& 1a muc sai s6 tuong d6i chap nhan, chon € = 0,08 (sai s6 8%)

Ap dung cong thic:

1-— 0,68 x (1 — 0,68
n=zzau=1,962x ( )
15  (pe)? (0,68 x 0,08)2

b. Cé mdu cho muc tiéu 2

= 282,4

Sir dung cbng thuc tinh ¢c& mau xac dinh mat trung binh 28

Zl—oc/zz‘ff2
n=—m—
d2

n — C& mau téi thiéu

Z3_«/2: Mitc y nghia thong k& mong muon, chon 0=0,05 thi Z= 1,96 (khodng
tin cay 95%)

6 — Do lech chuan cua sé diém trung binh caa chat lugng cudc séng tong thé.
Trong nghién ctru trén 142 bénh nhan ung thu vom miii hong, Xa tri béng ki thuat
khdng IMRT, c6 thoi gian séng thém khéng bénh tir 5 nam trd 18n, d6 1éch chuan
cua diém nay la SD=20'%,

d — Do chinh xéc tuyét d6i mong mudn. Chon d = 4

Ap dung cong thic:

Z1-w/2°0%  1,96%x202

= 96,04

2.3.2.2. Ki thudt chon mau
Chon mau bang ki thuat chon mau thuan tién. Lay tat ca sé bénh nhan du tiéu

chuan tir thoi diém bat d¢au nghién ctru dén khi du theo ¢& mau.
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2.3.3. Bién s6 va céc chi so nghién citu
2.3.3.1 Céc bién sé ghi nhdn ddc diém bénh nhdn va diéu tri ban dau
Dic diém bénh nhan
Tudi, gidi: Ghi theo bénh an
Giai doan TNM: Danh gia giai doan theo AJCC 7%
Chi s toan trang trude diéu tri: Hai ctiu tir bénh an, danh gia theo chi s PS
Ki thuat xa tri: Ki thuat da chi dinh cho nguoi bénh (IMRT hoac khong
IMRT)
Thuc hién s6 chu ki hoa tri khi hda xa ddng thoi/hda tri b tro: Theo bénh an
Bién cé bat loi khi diéu tri: ghi nhan mirc d6 16n nhat trong sé cac lan danh
gia theo CTCAE 4.03° (in xem phan phu luc). Bao gom:
Trén lam sang:
Mét moi
Non — buon nén
Viém da buc xa (bién cb bat loi trén da dién tia)
Viém niém mac (hong, miéng)
Trén hé tao huyét:
Bach cau
Bach cau trung tinh
Hemoglobin
Tiéu cau
Trén chirc nang gan, than:
Ure
Creatinin
GOT
GPT
Paép ting tai thoi diém két thic hda xa ddng thoi/Két thic diéu tri: Tiéu chuan
danh gia dap tng (RECIST 2000) 13
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2.3.3.2. Nhém bién s va chi sé cho muc tiéu 1

Pé danh gia séng thém va cac bién c6 bat lgi man tinh: trudc tién, can xéac
dinh trén ting ca bénh cac thong tin dé tinh thoi gian séng thém, dién bién bénh
ké tir khi diéu tri d¢én thoi gian theo d6i cudi, bién cb bat lgi man tinh ma ngudi
bénh gip phai. Cu thé 1a:

Ngay chan doan: Ngay nhap vién trong bénh an.

Ngay c6 dap Gmg hoan toan: Ngay dau tién ghi nhan c6 dap wng hoan toan.

Ngay theo ddi cudi: Ngay theo ddi cudi cting néu bénh nhan con séng hoic
ngay chét.

Tinh trang bénh nhan ¢ thoi diém theo ddi cudi: Tinh trang bénh nhan
séng/chét.

Nguyén nhan tir vong: Ghi nhan mét nguyén nhan chinh gay tr vong (Do
ung thu d3 diéu tri, do ung thu thtr hai, do bién ching cua diéu tri, khéng lién quan
dén ung thu, suy mon dan, khéng rd nguyén nhan)

Dién bién bénh dén thoi diém theo ddi cudi: Tinh trang bénh nhan tir sau
diéu tri dén thoi diém theo dbi cudi (Ia mot trong sb céc trang thai: On dinh, tai
phat tai chd/tai ving, di cin xa, ung thu thr hai, tién trién tai chd/tai ving) va
phuong phap xac dinh.

Tinh trang tai phat tai chd/tai vang: Ghi nhan co/khéng tai phat tai cho/tai
viing ¢6 va néu cé, xac dinh ngay ghi nhan dau tién.

Tinh trang di can xa: Co/khong di can xa tinh dén thoi diém theo dai cui va
néu c6, xac dinh ngay ghi nhan dau tién, phuong phap danh gia

Vi tri di cin xa: Ghi nhan vi tri di cin xa (néu c6, xac dinh ngay ghi nhan
dau tién), phuong phap danh gia.

Ung thu thtr hai: Ghi nhan tinh trang c6/khong ung thu thir hai; loai ung thu
thr hai va thoi diém ghi nhan dau tién, phuong phap danh gia.

Thoi gian sdng thém toan bo (OS) duoc tinh tir khi duoc chan doan dén thoi

diém tir vong hoic thoi diém theo ddi cubit32.
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Thai gian séng thém khdng bénh dugc tinh tir khi bénh dap tng hoan toan
sau hoa xa dong thoi dén thoi diém ghi nhan dau tién co tai phat tai chd tai vang/di
can xa/tir vong do cac nguyén nhan khac hoic thoi diém theo ddi cudi (néu bénh
6n dinh)% 132,

Bién ¢ bat lgi man tinh: Anh huong mudn do Xa tri (tit ca cac hiéu tng dugc
thay sau 90 ngay keé tir khi bat ddu Xa tri) va danh gia theo CTCAE 4.03%30 133,
Tinh mtic 6 cao nhat trong cac lan ghi nhan. Bao gom:

Kho miéng

Mét moi

bau

Giam thinh luc

U tai

Da-mo6 dudi da

Nuét kho

Sau rang

Ton thuong than kinh ngoai bién

Khit ham

Viém tay cd

Hoai tir xwong ham
2.3.3.3. Nhém bién s va chi sé cho muc tiéu 2

Dé danh gia chat luong cudc song va anh huong cua bién ¢ bat lgi man tinh
trén nhom co séng thém khdng bénh tir 5 nam tro 1én: tai thoi diém dau tién ghi
nhan c6 thoi gian séng thém khong bénh tir 5 ndm tro 18n, ddi twong duge danh
gia bién cb bat lgi man tinh, chat lugng cudc séng theo hai bo cau hoi va tinh hé
s6 anh huang caa diém trung binh ting bién ¢ bat loi man tinh so voi diém trung

binh chét luong cudc séng & d6 0. Chi tiét duoc mo ta dudi day:
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a, Dinh nghia vé cac bién sé, chi so

B6 30 cau hoi cdt 18i vé chat luong cudce sdng (QLQ-C30 3.0), dé tinh cac
diém (trung binh, do léch chuan, gié tri Ion nhét, nho nhat) vé:

Chét luong cudc song tong thé

Cac churc nang

Chtic ning thé chét

Chtrc nang vai tro

Chtre nang cam xuc

Chtre nang nhan thac

Chure nang xa hoi

Cac triéu chuang

Mét moi

Budn ndn va ndn

Pau

Kho tho

Mat nga

M4t ngon miéng

Tao bon

Tiéu chay

Vin dé tai chinh

B6 30 cau hoi vé chat luong cudc sdng chuyén biét trong ung thu dau cb
(EORTC QLQ-H & N 35), nham tinh cac diém (trung binh, d6 léch chuan, gia tri
|6n nhat, nho nhat) cac muc:

Pau

Nudt

Vén dé giac quan

Van dé noi

Vén d& véi an udng xa hoi

Van dé voéi giao tiép xa hoi
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Giam tinh duc
Rang
Mo miéng
Kho miéng
Nudc bot dinh
Ho
Cam thay bi bénh
Giam dau
Dinh dudng bo sung
Xong an
Sut can
Tang can
Tinh hé s6 anh huéng Cohen D.
Tinh c4c diém trung binh va d6 léch cua cac bién chat luong cudc séng &
ting d6 bién cb bat loi man tinh tai cing thoi diém danh gia:
Kho miéng
Mét moi
bau
Giam thinh luc
U tai
Da-mo6 dudi da
Nuét kho
Sau rang
Ton thuong than kinh ngoai bién
Sau d6, tinh hé s6 anh huong Cohen D theo cdng thie (dugc trinh bay ¢ muc
2.4): Po su khéac nhau giira diém trung binh cua céc bién chat lugng cudc sdng
V31 cac mure do doc tinh so vai do 0.
b. Cdch tinh diém chdt heong cugc song

Nguyén tic chung vé diém sé
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Bo6 cau hoi cbt I18i chat luong cudc sdng (QLQ-C30) gom ca cac muc do
ludong da yéu té va don yéu t6** . N6 gdm nam thang diém vé chtic ning, ba thang
diém triéu chitng, mot thang diém vé tinh trang stc khoe chung / QoL tong thé va
s4u muc do luong don yéu t6. Mdi thang diém vé da yéu té gdm mét tap hop cac
muc khac nhau - khdng c6 muc nao bi trung lap.

Tong diém tat ca cac cau tra 101 s& ¢6 gia tri tir 0 dén 100 diém?®. Biém cang
cao thi cang thé hién mutc 46 dap tmg cang cao. Do d6, diém chtic ning cang cao
thi thé hién mac hoat déng cao/khoe. Diém tinh trang suc khoe toan cau/chat
lugng cudc séng cao ching to chat luong cudc song cao. Tuy nhién, diém s6 cao
vé thang diém/muc triéu chiing thé hién mic do cao vé triéu chang/van dé.

Nguyeén tac tinh diém nhu nhau trong moi truong hop:

U'dc tinh trung binh cua nhitng muc déng gop vao thang diém goi 1a diém
nguyén (nguon - raw score).

Sir dung cach bién ddi tuyén tinh dé chuan héa cac diém nguyén (nguon), s&
c6 tong diém nam trong khoang tir 0 dén 100; Diém cao thi chic ning cao hon

("tot hon"), hoac triéu chiing khé chiu hon ("t6i t&"
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Bdng 2.1: Piém cot 18i chdt lweng cugc song (QLQ-C30 3.0)

Thang S6 cauMuac  S6 thir tuPo chic
diém hoi  chénh* cua cau hoi ning
Tinh trang sic khée téng thé/QoL
Chét lugng cudc song tong thé QL2 2 6 29,30
Thang diém chirc niing
Chtic ning thé chét PF2 5 3 1-5 F
Chtrc nang vai tro RF2 2 3 6, 7 F
Chtre nang cam xuc EF 4 3 21-24 F
Chtrc nang nhan thic CF 2 3 20,25 F
Chtrc nang xa hoi SF 2 3 26,27 F
Thang diém/muc triéu chieng
Mét moi FA 3 3 10,12,18
Buon ndn va non NV 2 3 14,15
Dau PA 2 3 9,19
Kho tho DY 1 3 8
Mat ngu SL 1 3 11
Mat ngon miéng AP 1 3 13
Tao bon CO 1 3 16
Tiéu chay DI 1 3 17
Van & tai chinh Fl 1 3 28

* Muzc chénh I6n nhdt va nhé nhdt (Item range) 1a su khac biét gitta mutc dap
g c6 thé cua ca nhan & muc t6i da va tdi thiéu; hau hét cac muc c6 gia tri tir 1-

4, cho mzzc chénh 16n nhdt va nhé nhdt (range) = 3.



55

Bdng 2.2: Piém cho bdang cau héi EORTC QLQ-H & N 35

Tén thang diém Thang diém S6 ciu hoi Mite chénh ::ithﬁ b coa cau
Thang diém triéu ching / muc

Dau HNPA 4 3 1-4
Nubt HNSW 4 3 5-8

Van dé giac quan HNSE 2 3 13,14
Van dé noi HNSP 3 3 16,23,24
VAan dé voi an udng xa hoi  HNSO 4 3 19 - 22
Van dé vai giao tiép xa hoi HNSC 5 3 18,25 - 28
Giam tinh duc HNSX 2 3 29,30
Rang HNTE 1 3 9

M@ miéng HNOM 1 3 10

Kho miéng HNDR 1 3 11

Nudc bot dinh HNSS 1 3 12

Ho HNCO 1 3 15

Cam thay bi bénh HNFI 1 3 17

Giam dau HNPK 1 1 31

Dinh dudng bo sung HNNU 1 1 32

Xong an HNFE 1 1 33

Sut can HNWL 1 1 34

Tang can HNWG 1 1 35

* Muzc chénh I6n nhdt va nhé nhdt (Item range) Ia su khac biét gitta mutc dap
g c6 thé cua ca nhan & muc t6i da va tdi thiéu; hau hét cac muc c6 gia tri tir 1-

4, cho mzzc chénh 16n nhdt va nhé nhdt (range) = 3.
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Déi voi ting thang triéu chiing, ting thang chirc ning va thang tinh trang
suc khoe téng thé, cac diém nguyén (RawScore, RS), Ia trung binh cua muc trong
no:

biém nguyén (RawScore) = RS = (I; + | 2 +...+ In )/n

Sau d6, thang diém chirc ning:

RS —1
biém = |1 — - —| x 100
rem mic chénh gitra L6n nhat va nhd nhét]
va thang diém/muc triéu chiing va tinh trang sirc khée tong thé / QoL:
) RS —1
biem = x 100

muirc chénh gitta l6n nhat va nho nhat
Vi du:

Chire nang cam xuc (Emotional functioning-EF)

Q21 + Q22 + Q23 + Q24
4

Diém nguyén (RawScore)=

biém nguyén—l]

Diém chuc nang cam xuc (EF Score= [1 x 100

c. Déz liéu trong/Thiéu muc (missing items)

Poi khi bénh nhan khong tra 161 duoc mot sé cau hoi trong thang QLQ
C30'%4. Khi d6, ap dung theo nhiéu céng cu QoL da st dung: Néu it nhat mot nia
s6 muc trong thang diém da duoc tra 16i, gia st ring cac muc bi thiéu c6 gia tri
bang gia tri trung binh caia nhitng muc hién c6 cho ngudi tra 10i d6. Do vay, cac
phuong trinh trén cho thang do nhiéu muc c6 thé duoc sur dung bt ca khi nao
hoan thanh it nhat mét nira s6 muc.

Vi du: Tinh diém chtic ning cam xuc (EF Score) trong truong hop Q23 bi
thiéu dir lieu (3 muc cau hoi khac co du thong tin):

(Q21 + Q22 + Q24)
3

biém nguyén (RawScore) =

biém nguyén (RawScore) — 1
3

biém chirc nang cam xtc = (1 — )x100

Piém ning hoat dong (Role functioning - RF) va chirc ning nhan thuc

(Cognitive function - CF), mdi chitc ning chira 2 muc va do d6, cac thang do nay
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c6 thé duoc wdc tinh bat ct khi ndo c6 mot trong cac muc cau thanh cua ching.
Chtic nang thé chat bao géom 5 muc va do d6 can phai hoan thanh it nhat 3 muc.
Cac muc don 1¢ (chi c6 1 cau hoi mdi muc) s& khéng thé sir dung phuong phap
nay. Tom tat:

« B c6 it nhat mot nira s cau trong thang diém duoc tra 11 chua?

« Néu CO, hay sir dung tat ca cac muc dd hoan thanh va 4p dung cac phuong
trinh tiéu chuan & cac trang trude dé tinh diém theo thang diém; bo qua bat ky
muc nao co gia tri bi thiéu khi thuc hién tinh toén.

« Néu KHONG, dat gi4 tri thanh dix liéu trong (missing).

« B4i véi cac muc 6 1 cau hoi, dat gia tri thanh dit liéu tréng (missing).
2.3.4. Cong cu thu thgp thong tin

Cac trang thiét bi phuc vu chan doan va diéu tri san c6 tai bénh vién K

Mau bénh an nghién ctu (xin xem phan phu luc)

Bénh an nghién ctru khi diéu tri ban dau
Bénh an theo doi
Panh gia vé chat lugng séng
Bo cau héi EORTC QLQ-C30 va EORTC QLQ-H&N35
2.3.5. Quy trinh thu thgp thong tin
2.3.5.1. Thu thdp diF liu tir bénh dn diéu tri ban dau
Nguoi thuc hién
Nhom nghién ctru
Ngudn thdng tin
Tu bénh an khi diéu tri
Cong cu su dung
Bénh an nghién ctru khi diéu tri
Noi dung thu thap
Ngay vao vién, ra vién
Tudi, gioi
Giai doan TNM
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PS trudc diéu tri
K1 thuat xa tri (2D hay 3D hoac IMRT)
S6 chu ky hoa tri
Pha hoa xa ddng thoi
Pha héa tri bo tro
Bién cd bét loi
Pha héa xa ddng thoi
Pha héa tri bo tro
Pép tng véi diéu tri
Két thic hda xa ddng thoi
Két thuc diéu tri
2.3.5.2. Thu thdp dir liéu dinh ky mdi 4-6 thang/lan sau diéu tri
Nguoi thyc hién
Nhom nghién ctu
Ngudn thdng tin
Tur dit liéu danh gia d6i twong nghién ctiu 4-6 thang/lan, ghi nhan
Két qua hoi bénh sir va tham kham 1am sang toan dién
Noi soi tai miii hong
Kiém tra cong thirc mau va chiic nang gan than
Siéu am ¢, 6 bung
Xquang phoi
CT/MRI dau c6 khi c6 chi dinh
Té bao hoc va md bénh hoc khi c6 nghi ngo tai phat/ung thu thir hai
Cac tham kham can lam sang khac khi c6 chi dinh
Cong cu su dung
Bénh an theo d&i va céc trang thiét bi phuc vu chan doan va diéu trj sin co
tai bénh vién K
Noi dung thu thap

Déi twong nghién cau con song
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Ngay danh gia
Tinh trang strc khoe chung
Tinh trang bénh: On dinh hay téi phat tai chd, tai ving/di cin
xa/ung thu thir hai
Bang chung vé tai phét tai chd, tai ving va phuong phap xac dinh
Bang chiing vé di cdn xa, vi tri di cin va phuong phap xac dinh
Vi tri ung thu thu hai va phuong phap xac dinh
Thoi diém ghi nhan dau tién vé tai phat tai chd tai ving/di can/ung
thu thir hai
Bién cb bat lgi man tinh
Péi tugng nghién ciru da tir vong
Ghi nhan qua ngudi nha vaZhoac y té, quan i ho tich dia phuong
Ngay tur vong
Dién bién bénh (tr 1an theo ddi gan nhat dén luc tir vong)
Nguyén nhan tir vong
2.3.5.3. Thu thdp diz liéu trén doi twong lan dau tién c6 ghi nhan séng thém khong
bénh tir 5 nam tro 1én
Nguoi thyc hién
Nhom nghién ctu va déi twong nghién ctu
Nguén théng tin
Trén nhitng nguoi lan dau tién ghi nhan c6 song thém 5 nam khong bénh
Cong cu thu thap
Bénh an theo ddi va cac trang thiét bi phuc vu chan doan va diéu tri san c6
tai bénh vién K
B6 cau hoi EORTC QLQ-C30 va EORTC QLQ-H&N35
Noi dung thu thap
Sau khi dugc déi twong nghién ciu dong y
Nhém nghién ciru: Ghi nhan tinh trang bénh hién tai, bién ¢ bat loi

man tinh
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Déi tugng nghién ciu: Tu tra loi hai bo cau hoi: EORTC QLQ-C30
va EORTC QLQ-H&N35
2.4. Phan tich sé ligu
2.4.1. Phan mém va thugt toan
S6 ligu duge xtr 1f bang phan mém SPSS 21.0 va Microsoft Office (Excel)
2019.
Cac duong cong song thém duoc ude lugng bing phuwong phap Kaplan-
Meier.
Kiém dinh log-rank (log-rank test) duoc ding dé udc tinh su khéc biét thong
ké giira hai dudng cong sdng thém.
Su khéc nhau giira cac diém trung binh cua cac bién chat lugng cudc song
(d0 0- @6 4) dugc sir dung phéan tich khac biét trung binh One-Way ANOVA
Su khac nhau gitra diém trung binh caia c4c bién chat luong cudc séng & ting
muc do doc tinh (d9 1-4) so véi d6 0 duoc khao sat qua mac d6 anh hudng, do
bang hé s6 Cohen D (the Cohen’s D coefficient)!®®.
2.4.1. Sty dung SPSS dé tinh diém QLQ-C30
Cac cau lénh SPSS (SPSS danh cho Windows, ban phat hanh 7.5) dé tinh
diém cho thang diém danh gia chtrc nang cam x(c EF c6 thé duoc viét nhu sau'®*:
XNUM duoc dung dé dém s luong cac muc khong bi thiéu (non-missing
items), it nhat phai bang mot nira tong s6 muc NITEMS trong thang diém. Lénh
nay tinh toan gia tri trung binh cua cac gia tri di loai bo céc gia tri dé trong
(missing) va chuyén dbi gia tri trung binh nay thanh gia tri trong pham vi tir 0 dén
100 véi diéu kién 12 bénh nhan d4 hoan thanh it nhdt mét nira c4c muc can thiét.
Pdi véi danh gia chic niang cam xdc (emotional functions), ¢6 4 muc, mdi
muc ¢cO pham vi gia tri la 3:
COMPUTE NITEMS =4.
COMPUTE XMEAN = MEAN (Q21,022,023,Q24).
COMPUTE XNUM = NVALID (Q21,Q22,Q23,Q24).
IF (XNUM GE NITEMS / 2)
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EF = (1 - (XMEAN-1)/3 ) * 100.

Do6i véi ching kho the, dyspnoea (DY), mét triéu ching bao gom mét muc

duy nhat c6 pham vi gié tri la 3:
COMPUTE DY = ((Q8-1)/3) * 100.
2.4.3. Tinh hé s6 Cohen D (the Cohen’s D coefficient)

Su khac nhau gitra diém trung binh ctia cac bién chat lwong cudc sdng & tirng
mirc d6 doc tinh (46 1-4) so véi d6 0 duogc khao sat qua mae d6 anh huong, do
bang hé sb Cohen D (the Cohen’s D coefficient)!®.

Cohen’sd = —lMl — M|
SDpool
Trong d6: My, M lan luot 14 trung trung binh caa hai nhom.
SDyooled d0 I&ch chuan (SD) caa hai nhom.

Gia tri caa hé s6 nay & mic nho khi d = 0,2; trung binh khi d = 0,5; va Ion

khid=0,8.

Cong thie tinh do léch chuan gop cua hai nhém (Pooled Standard Deviation)

(nl - 1) X SDlz + (le - 1) X SD22
ng +n, —2

Pooled SD =\/

Ham trong Excel
Pooled SD=SQRT(((n1-1)*SD1"2+(n,-1)*SD;"2)/(ny+n,-2))
Cohen’s d = ABS(M;-My)/ Pooled SD
Trong do:

M. Trung binh ctia nhom 1
Moa: Trung binh cta nhom 2
SD;: Do léch chuan caa nhém 1
SD, : D léch chuan caa nhém 2
n; : C& mau twong ung caa nhom 1

n, : C& mau tuong tng ctia nhom 2
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2.5. Khéng ché sai sé
Nguyén tac chung:

Han ché sai s6 ngau nhién: Tinh todn ¢& mau phu hop nhat véi ngudn luc
cho phép, sir dung cac phuong phap do ludng duoc st dung phéd bién trong cac
nghién ctru trude do.

Khéc phuc sai s6 hé théng: Khong cé xung dot loi ich gitta nhdm nghién ctu
va ddi tuong nghién cuu.

Khong ché sai s6 nhiu: Han ché tbi da cac yéu té gay nhiéu, cac phép phan
tich da duoc su dung trong nhiéu nghién ctru chuyén sau tuong tu.

Cu thé la:

Thu thap sé liéu nghién cau tir duoc thuc hién boi cac bac si chuyén khoa da
c6 chang chi hanh nghé caa Bo Y té va kinh nghiém 1am viéc tir 5 nam trd [én.

Déi tuong nghién ciru duge hudng dan tham kham dinh Ky tai bénh vién K

Panh gia bién cd bt lgi theo theo CTCAE 4.0313°

Déi twong nghién ctu dugc giai dap moi thac méc trudge khi nhan bo cong
cu chat luong cudc séng va trong thoi gian tra 10i.

Trong thoi gian tra 16, dbi tuong nghién ciu duge hoan toan riéng tu.

Trong qué trinh nhap sé liéu, bo s6 liéu s& duoc nhap lai 10% nham han ché
sai sot ¢ khau nay.

2.6. Dao durc trong nghién ceru

Nghién cau theo dung cac nguyén tic, quy dinh va hudng dan qudc gia vé
dao duc trong nghién cau y sinh hoc caa Bo Y té (nam 2013) ciing nhu ndi quy
cua truong dai hoc Y Ha Noi. Cu thé 1a:

Thuc hién nghién citu mét cach khoa hoc va chinh xac: Nghién cuu duogc
thiét ké, thuc hién hop Iy, khach quan, minh bach va c6 thé kiém ching. Dé cuong
nghién ctu da duoc cip gidy ching nhan chap thuan caa héi dong dao dic
trong nghién ciu y sinh hoc, sé 123/HPPPDHYHN cua hoi dong dao dic,
truong dai hoc Y Ha Noi. Két qua nghién cau dugc cong b trung thue, day da va
Kip thoi.
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Tén trong nhan pham va quyén tu do cua déi twong nghién ctu: Tat ca ddi
tugng nghién ciru déu duoc thdng tin rd rang vé muc tiéu, phuong phap, loi ich,
rai ro va quyén loi cua viéc tham gia nghién ciu. Sau dé, dong y/tir chbi tham gia
duoc x4c nhan bang vin ban. Di tugng tham gia nghién ctu cé quyén tu do tir
chdi hodc rat lui khoi nghién cau.

B4o vé sy an toan va loi ich cua ddi teong nghién cau: Moi thdng tin c& nhan
va dir liéu nghién ctu cua nguoi tham gia nghién ctru dugc ma hoa va bao mat
hoan toan. Péi tugng tham gia nghién ctu duge huang moi loi ich hop phap va
cong bang tir nghién cau.

Déi tugng nghién ciu duoc tén trong su khac biét vé van hoa va quan diém
séng: Khdng cd su phan biét doi xir vé ton gido, gidi tinh, tudi tac, nang luc ca
nhan, dia vi x4 hoi. Ngdn ngit duoc sir dung trong thang do vé chat luong cudc

sbng hoan toan bang tiéng Viét, phu hop vai tat ca dbi tegng nghién ciu.
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2.7. So dé nghién ciru
So dé 2.1: So dé nghién ciru

O

Ung thu vom hong giai doan 11-1VB, nhap vién 2010-2013
Puoc chi dinh hda xa ddng thoi + héa tri b tro
Xa tri du lidu

CHON HO S

Hoan thién bénh an nghién ctru (khi diéu tri)
Tudi, gidi, giai doan TNM
Thyc hién diéu tri
Bién cb bat lgi cép tinh
Dép tng sau diéu tri

|

Theo ddi bénh nhan 4-6 thang/lan, ghi nhan:
Ngay theo ddi cudi (hoic ngay chét)
Toan trang
Thoi diém dau tién ghi nhan tai phat, di can
Bién cb bat lgi man tinh

THU THAP THONG TIN

~

C6 sdng thém khong bénh>5 nam ¢
lan theo doi dau tién:

Bién cd bat loi

Hoan thién bo QoL theo C30, HN35

A\ 4

Sbng thém QoL sau diéu tri >5 nim
Tinh hé s6 anh huong cua bién cb bat

Bién cb bat lgi man tinh ) , .
en c6 bat lof man t loi man tinh dén QoL (so vai do 0)

KET QUA
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CHUONG 3: KET QUA NGHIEN CUU
3.1. Pdc diém bénh nhén va diéu tri ban dau
3.1.1. Pdc diém bénh nhan nghién ciru

Bdng 3.1: Pdc diém bénh nhan nghién ciru

, n =282
Pac diem
n %
Trung binh £ d6 Iéch chuan 46,92+11,039
Tuoi Nho nhat 16
Lén nhat 67
Nam 204 72,3
Gi6i
Nit 78 27,7
1 72 25,5
2 123 43,6
-
3 32 11,3
4 55 19,5
0 8 2.8
1 132 46,8
N
2 62 22,0
3 80 28.4
2 84 29,8
Giai doan TNM 3 73 25,9
4 125 44,3
PS trudce diéu tri 0-2 282 100
K3 thuat xa tri Khong IMRT 282 100

Nhan xét: Tudi trung binh caa nhém nghién ciu 1a 46,92.
Nam gidi chiém 72,3% (204/282 ca).
Giai doan I, 111, 1V lan luot 12 29,8% (84/282 ca); 25,9% (73/282
ca) va 44,3% (125/282 ca).
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Bdang 3.2: Thuc hién hoa tri

Tong sé ca: n=282

Hoba xa dong thoi Hoa tri bo tro

n % n %
Khéng diéu tri 228 80,9
1 chu ky 79 28,0 10 3,5

2 chu ky 97 34,4 6 2,1
3 chu ky 106 37,6 38 13,5

Nhan xét: C6 37,6% (106/282 ca) thuc hién da 3 chu ky khi hda xa dong thoi
va 13,5% (38/282 ca) thuc hién du 3 chu ky khi héa tri bo tro.
3.1.3. Anh huong dén toan trang (PS) va bién co bdt loi cdp tinh > do 3

Bdng 3.3: Anh hwéng dén toan trang va bién cé bdt lei cap tinh > dé 3

Tong sé ca: n=282

Hoba xa dong thoi | Hoa tri bé tro
n=282 n=54
n % n %
PS=3-4 57 20,3 3 2,7
MéEt moi 97 34,4 3 5,6
\ Nén-buon non | 29 10,3 0 0
Lam sang
Da 10 3,5
Niém mac 15 53 0 0
Bach cau 13 4,6 6 | 11,2
, Bach cau trung tinh | 10 3,5 10 | 18,5
H¢é tao huyeét :
Hemoglobin 0 0 1 1,9
Tiéu cau 1 0,4 1 1,9
Ure 0 0 0 0
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Tong sb ca: N=282
Héa xa dong thoi | Hoa tri bé tro
n=282 n=54
n % n %
Chuc nang gan Creatinin 0 0 0 0
than GOT 3 1,1 0 0
GPT 4 15 0 0

Nhan xét: O pha hoa xa dong thoi, bién cb bat lgi cap tinh > do 3: trén da va
niém mac lan luot 1a 3,5% (10/282 ca) va 5,3% (15/282 ca); bach cau va bach cau
trung tinh lan luot 12 4,6% (13/282 ca) va 3,5% (10/282 ca).

O pha hoéa tri bo tro, bién cb bét lgi cap tinh > do 3 gap nhiéu nhat
la giam bach cau trung tinh: 18,5% (10/54 ca).
3.1.4. Ghi nhgn dap ung
Bdng 3.4: Ghi nhgn dap ing

Tong so ca: N=282
Sau hda xa dong thoi Tai thoi diém két thic diéu tri
n % n %
Hoan toan 227 80,5 232 82,3
Mot phan 47 16,7 40 14,2
Khong déap ting 0 0 0 0
Bénh tién trién 8 2,8 10 3,5
3 ca M xuong, Thém 1 ca hach cb tién trién
2 ca M vao phoi/trung that, |sau 1 dot hoa tri bo trg, 1 ca
2 ca M gan, M xuong sau hoa tri bo tro
I ca M gan, xuong

Nhan xét: Tinh tai thoi diém két thuc diéu tri, c6 3,5% (10/282 ca) bénh tiép
tuc tién trién.
Ti 1€ dap ing hoan toan dat 82,3% (232/282 ca).
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3.2. Két qud diéu tri, bién cé bt lgi man tinh va mét sé yéu té tién lwong

3.2.1. Ghi nhdn vé theo dbi sau diéu tri, tdi phdt, di cin va ung thw thir hai

3.2.1.1. TOm tat vé theo doi sau diéu tri

Bdang 3.5. TOm tdit vé theo déi sau diéu tri

Pic diém n % Ghi cha
Téng s BN can theo ddi n=282
S6 BN theo ddi dugc 282 100
S6 BN mat thong tin 0 0

Tinh trang BN tgi thoi diém theo dbi cusi *
S6BNconsong 114 404
SoBNdatirvong 168 59,6

Thoi gian theo ddi trén nhizng BN con song

Trung binh + do léch 123 £+ 12,7 thang (min=96,4; max=150,2)

chuan

Nguyén nhan tiz vong

Doung thudadiéutri 102 60,7
Do ung thu thir hai 2 1,2
Do bién chimg cua diéu 10 6,0

tri

Khong lién quan dén UT 22 13,1

1 BN UT dai trang, 1 BN UT ludi
1 BN tut ca ba dong sau diéu tri

3 BN viém tay cb

3 BN hoai tor xwong ham

3 BN hoai tir dién tia gy tu
vong dugc ghi nhan ddc tinh do 5
tai da va mo6 dudi da, trong do co
1 BN sau xa tri b&nh tai phat.

Trong d6 c6 4 BN dot quy
khong rd nguyén nhan, 1 BN do
Covid dugc ghi nhan tai bénh
vién tinh, 7 BN do TBMMN**, 1
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Pic diém

%

Ghi chu

Suy mon dan

nhan

29

Khong r6 nguyén 3

17,3
1,8

BN nhoi méu co tim, 1 BN bi hon

mé chua rd nguyén nhan

Dién bién bénh dén thoi diém theo doi cuoi

On dinh 173
Tai phat tai chd/tai ving 19
Di can xa 80
Ung thu thtr hai 6

Tién trién tai cho, tai vung 4

61,3
6,7
28,4
2,1
1,4

* Thoi diém theo ddi cudi: ngay theo ddi cudi cling néu con séng hoac ngay

tar vong. **TBMMN: tai bién mach mau néo

Nhdn xét: Theo ddi duoc tat ca sd ca nghién ctu.
T&i phat tai chd, tai viing chiém 6,7% (19/282 ca).
Di cin xa chiém 28,4% (80/282 ca).
Ung thu tha hai chiém 2,1% (6/282 ca).
V& nguyén nhan tir vong, c6 60,7% (102/282 ca) tir vong do ung

thu vom hong; 6% (10/282 ca) do bién chung cua diéu tri.

3.2.1.2. Chi tiét vé tdi phdt va di cdn

Bdang 3.6. Tinh trang tdi phadt, di cin xa ciia bénh nhan

Pic diém S6 lwong Ty 16 %
Tai phat tai chd/tai vung n=19
Tai chd 10 52,6
Tal hach 9 47,4
Di can xa n=79
Nao 14 17,7
Xuong 16 20,3
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Pic diém S6 lwong Ty 18 %
Phéi/ldng nguc 14 17,7
Gan 15 19,0
Nhiéu vi tri 20 25,3

Nhdn xét: Trong s6 cac ca tai phét, tai phat tai chd chiém 52,6% (10/19 ca);
tai phat tai hach ving chiém 47,4% (9/19 ca).
Trong s cac ca di can xa, di can nhiéu vj tri chiém 25,3% (20/79
ca)
3.2.1.3. Ung thu thir hai

Bdng 3.7. Déc diém chi tiét vé 6 ca cé ung thw thir hai

Tén ung thu thi hai [Thoi diém phat hién sau chanTinh trang tai

Sot:rhu (xép theo thoi gian |do4n ung thw thir nhat thoi diém theo

i phét hién) <5nim [5-10 ndm [>10 ndm |dBi cudi

1  |Ung thu dai trang Vv T vong
) Ul:lg thu  khoang J Tirvong

mieng

3 |Ung thu giap trang \ Con séng
4 |Ung thu giap trang \ Con séng
5 |Ungthu dai trang \ Con song
6 |Ung thu hong miéng v Con song

Nhgn xét: Trong 6 bénh nhan c6 ung thu tha 2 thi ¢6 4 bénh nhan con séng
tai thoi diém theo di cudi, c6 1 bénh nhan phat hién ung thu thi hai sau >10 nam

tir khi dugc chan doan ung thu vom hong.
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3.2.2. Két qud song thém toan b
3.2.2.1. Song thém toan bg theo giai doan T

Puing cong séng thém toan bé theo giai doan T

100 (T3
: T
—LIJ_\T‘ 1
12
80 13
R

4

T 1-censored
N ——2-censores d
S = 1 f—3-cansored
E A e | 4-censored
Es T
2 T
6 —
@ b |
o W h
@ [ 2E
L
20
0
0 1 2 3 4 5 ] 8 s 10 11 12

Thaéi gian (nim)
5 nim: T1: 70,7%; T2: 59.6%; T3:544%; T4:50,7%

10 namx: T1; 49,9%, T2; 38,3%; T3:36,1%;, T4:35.9%

Biéu dé 3.1: Pwong cong séng thém toan b theo giai doan T
Nhdn xét: Song thém toan bd 5 nam cho giai doan T1, T2, T3, T4 lan luot 1a
70,7%; 59,6%; 54,4% va 50,7%.
Song thém toan bo 10 nam cho giai doan T1, T2, T3, T4 lan luot
la 49,9%; 38,3%; 36,1% va 35,9%.
3.2.2.2. Séng thém toan bé theo giai doan N

Puiong cong song thém toan b theo giai doan N
100 e

g N
bt
'LF 0
L 1
20 i ey 2
”’ﬂ"ia., 3
— O-censored
e
g = L —+1-censared
t-2-censared
T 60 T
<‘=" " L 3-censored
& pui. T,
> T P e
= :
s +
20
0
0 1 2 3 4 5 6 8 E] 10 1 12

Thoi gian (nam)
5 nam: NO: 75,0%; N1:67,0%; N2:60,6%; N3:41,5%
10 nim: NO: 50,2%;, N1:449%; N2:405%; N3:31,1%

Biéu dé 3.2: Pwong cong song thém toan bé theo giai dogn N
Nhan xét: Song thém toan bd 5 nam cho giai doan NO, N1, N2, N3 lan luot
la 75,0%; 67,0%; 60,6% va 41,5%.
Séng thém toan bo 10 nam cho giai doan NO, N1, N2, N3 lan luot
la 50,2%; 44,9%; 40,5% va 31,1%.
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3.2.2.3. Séng thém toan bg theo giai dogn TNM

Puing cong séng thém theo giai doan TNM
100 2 2 2 gt 2

haid TNM
\ [y 2
Vot 13
A b 4
80 \‘H jl—‘_ 2-censored
N L —t—3-censored
S U —+—4-censored
\
b
£ o = S
W - T
¥ i R I
@ e Ty
s 40 _‘_\_‘ B
L.,._...
20

T e
Lo I 1%, Tinons, TV 3556
Biéu dé 3.3: Pwong cong song thém toan bé theo giai doan TNM
Nhdn xét: Song thém toan b 5 nam cho giai doan 11, 11, 1V 1an luot 14 69,2%;
66,8% va 47,1%.
Séng thém toan bo 10 nim cho giai doan 11, 11, 1V lan luot 14
44,6%; 42,9% va 35,5%.

3.2.2.4. Song thém toan bé cua toan bg doi rrong nghién cizu

Bwéng cong séng thém thém toan bé (Overall survival - 0S)

100 Survival Function
Censored
80
5 60
=
L
<D
w
g 40
20
Uu 1 2 3 4 5 3 7 8 9 10 1 12

Thoi gian (nim)
S6ng thém toan b trung binh: 86,1 + 3,5 thang

Sud: SB6% 10 ndm 403%

Biéu dé 3.4: Pwong cong song thém toan bé & dai rweng nghién cizu

Nhdn xét: Séng thém toan b 5 nim va 10 nim lan luot 14 58,6% va 40,3%.
Song thém toan bo trung binh dat 86,1 thang.
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3.2.3. Bién ¢4 bat loi man tinh sau diéu tri

3.2.3.1. Tinh chung trén téng sé ca nghién cizu

Bdng 3.8. Bién cé bdt lgi man tinh, trén téng sé ca nghién criu (n=282)

ham

Khong danh
., b§ 0-1 bo 2 bo 3 Do 4 Po5 | gia dwoc/
Biéen co bat logi Lk
khong biet
n (%) n (%) n®) | n(%) | n (%) n (%)
Khé miéng 41 (14,5) |227 (80,5)| 4 (1,4) 10 (3,5)
Mét moi 191 (67,7) | 38 (13,5) |27 (9,6) 26 (9,2)
Dau 188 (66,7) | 54 (19,1) | 23 (8,2) 17 (6,0)
Giam thinh lyc | 131 (46,5) | 73 (25,9) 44 (15,6)| 21 (7,4) 13 (4,6)
U tai 159 (56,4) | 73 (25,9) |37 (13,1) 13 (4,6)
Da-mo6 dudi da | 202 (71,6) | 47 (16,7) | 17 (6,0) 0 3(1,1) | 13(4,6)
Nudt kho 141 (50,0) |119 (42,2) |10 (35)| O 0 12 (4,3)
Sau rang 171 (60,6) | 37 (13,1) 62 (22,0) 12 (4,3)
Ton thuong than
_ o 251 (89,0) | 18(6,4) | 1(0,4) 0 0 12 (4,3)
kinh ngoai bién
Khit ham 279(98,9)| 2(0,7) | 1(0,4) 0
Viemtay co6 | 277 (98,2) 0 2 (0,7) 0 3(1,1) 0
Hoai tGr xuong
277 (98,2) | 2(0,7) 0 0 3(1,1) 0

Nhirng 6 bdi den: Khong xép loai vé do twong (g trong bang CTCAE 4.03

Nhdn xét: C6 9 ca tir vong do bién c6 bat loi man tinh caa xa tri.

7,4% 21/282 ca)

Sau rang do 3 chiém 22% (62/282 ca).

Giam thinh luc do 3 va d6 4 lan luot 12 15,6% (44/282 ca) va
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Bién c6 bat loi man tinh d 3-4, tinh chung (n=282)
25%

20%

15%

10%

5%

0.4% 0.4%

0%

au rang
U tai
Pau

~

M¢ét moi
0 mi¢ng

Nubt khé
Khit ham

Viém tuy ¢

Kh

Da-moé dudi da

&)
2.
=
=
= 75}
g
. —
)

Tén thuong thin kinh ngoai bién

Biéu dé 3.4: Bién cé bdt lgi man tinh dé 3-4, tinh trén téng sé ca nghién ciu,
n=282

Nhdn xét: Theo biéu d6 trén, ty 1& cong don cac doc tinh man do 3-4, két qua

cho thay giam thinh lyc 1a doc tinh gap nhiéu nhat (23%), tiép dén 1a siu ring (22%).
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3.2.3.2. Bién ¢6 bat lgi man tinh trén nhitng nguwoi song sau diéu tri 5-10 nam

Bdng 3.9. Bién cé bt lgi mgn tinh trén sé ca séng sau diéu tri 5 — 10 nam

(n=167)

. P§ 0-1 Pj 2 Pj 3 Do4 | Po5

n (%) n (%) n (%) n (%) n (%)
Khd miéng 22 (13,2) | 145 (86.,8) 0
M&t moi 130 (77,8) | 25 (15,0) | 12 (7,2)
Pau 125 (74.9) | 36 (21.6) | 6 (3.6)
Giam thinh luc | 73 (43.7) | 45 (26,9) | 33(19,8) | 16 (9,6)
U tai 93 (55,7) | 47(28,1) | 27 (16,2)
Da-mé dusida | 125 (74,9) | 31(18,6) | 10 (6.,0) 0 | 1(06)
Nuét khé 87 (52,1) | 77(46,1) | 3(L8) 0 0
SAu rang 73 (43,7) | 35(21,0) | 59 (35,3)
Ton thuong than
Kinh ngoai bién 150 (89,8) | 17 (10,2) 0 0 0
Khit ham 164 (982) | 2(12) | 1(06)
Viém tay co 165 (98,8) 0 2 (1,2) 0 0
Hoai toxuong ham | 162 (97) | 2 (L,2) 0 0 | 3(18)
Nhirng 6 bdi den: Khong xép loai vé d6 twong tng trong bang CTCAE 4.03
Ghi cht: Trong 3 truong hop ghi nhan nudt khé d6 3 ¢6 2 truong hop da phai
ma thong da day, mot truong hop nudt khé phai nhap vién diéu tri. C6 2 trudng
hop viém tiy ¢6 déu can ngudi phuc vy hoan toan trong sinh hoat hang ngay.
1 nguoi hoai tir dién tia sau xa trj tai phat duoc ghi nhan 1 bién ¢ da-mé duéi
da do 5.

Nhdn xét: Trong nhdm bénh nhan séng thém 5-10 nam c¢6 4 trudng hop co
bién cd bat lgi d6 5 (tr vong), 16 truong hop giam thinh luc d6 4. Trong sé truong
hop c6 doc tinh d6 3 thi c6 2 nguoi bi viém tay ¢6 can ngudi phuc vu hoan toan

trong sinh hoat hang ngay.
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Bién cb bat 1oi man tinh d6 3-4 trén nhém nguoi séng sau diéu tri 5-10
nam, n=167

40%
35%
30%
25%
20%
15%
10%

5%

0%

Biéu dé 3.5. Bién cé bdt loi man tinh dg 3-4, tinh trén sé ca séng sau diéu tri 5
— 10 nam (n=167)

Nhén xét: Sau diéu tri 5-10 nam, bién cb bat lgi man tinh d6 3-4 thuong

gap nhat 1a sau ring (35%), giam thinh luc (29%) va U tai (16%).

3.2.3.3 Bién co bat loi man tinh trén nhitng ca séng thém >10 nam

Bdng 3.10. Bién cé bt lgi man tinh trén sé ca song thém >10 nim (n=68)

bj 0-1 bo 2 bo 3 bo 4
Poc tinh

n (%) n (%) n (%) n (%)
Kho miéng 10 (14,7) | 58 (85,3) 0
Mét moi 56 (82,4) | 11(16,2) 1(1,5)
Dau 58 (85,3) | 10(14,7) 0
Giam thinh luc 33(48,5) | 12(17,6) | 19(27,9) | 4(5,9)
U tai 39(57,4) | 22(32,4) | 7(10,3)
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bac tinh Pj 0-1 Pj 2 Pj 3 Do 4
n (%) n (%) n (%) n (%)

Da-mo6 duéi da 51 (75,0) | 15(22,1) | 2(2,9) 0

Nuét kho 43(63,2) | 23(33,8) | 2(2,9) 0

Sau ring 24 (35,3) | 16 (23,5) | 28 (41,2)

Ton thuong than kinhngoaibién | 58 (85,3) | 10 (14,7) 0 0

Khit ham 67 (98,5) | 1(15) 0

Viém tay c6 67 (98,5) 0 1(1,5) 0

Hoai tir xwong ham 68 (100) 0 0 0

Nhirng 6 bdi den: Khong xép loai vé d6 twong tng trong bang CTCAE 4.03

Nhan xét: Trén nhiig nguoi séng thém sau diéu tri >10 nam c6 41,2%
truong hop bi sau ring d6 3. Mot ngudi bi viém tay ¢d, can ngudi phuc vu hoan

toan trong sinh hoat hang ngay.

Bién cb bat loi man tinh d6 3-4 trén nhom nguoi séng sau diéu tri >10
nam, n=68

45.0%
40.0%
35.0%
30.0%
25.0%
20.0%
15.0%
10.0%
5.0%
0.0%

41.2%

2.9% 2.9%

1.5% 1.5%

20D G© O\ PR N
o™ A NG

Biéu dé 3.6. Bién cé bit loi mgn tinh 3-4, tinh trén sé ca séng sau diéu tri >10

nam (N=68)



78

Nhdn xét: Doc tinh man d6 3-4 di ghi nhan duoc trén 68 truong hop song
thém >10 nam co ty 1€ cao bi sau rang (41%), giam thinh luc 33,8%.
3.2.4. Mt s yéu té lién quan dén song thém toan bg

Bdng 3.11. Mét sé yéu té lién quan dén song thém toan bg

. Séng thém toan bé
Dic diem . ] p
trung binh (thang)
. <50 101,5
Tuol <0,001
>50 65,5
o Nam 85,6
Gidi 0,576
Nt 87,4
Thuc hién héa tri dong | Pu 3 ngay 99,3 001
thoi Khong du 77,4 ’
_ 7 Pu 3 dot 91,3
Thuc hién héa tri bo tro 0,574
Khong du 84,9

Nhdn xét: Tudi <50; Thuc hién du 3 ngay hoa tri khi hoa xa déng thoi 1a
nhitng yéu t6 tién luong dén gidp thoi gian séng thém toan bo cao hon c6 ¥ nghia

théng ké véi p< 0,05.



79

3.3. Méi lién quan giéa bién cé bt lgi man tinh véi chdt Iweng cugc séng 6

nhém bénh nhan séng thém khong bénh tir 5 ném tré 1én

3.3.1. Dic diém déi twong nghién cizu QoL
Bdng 3.12: Dic diém déi twong nghién cizu nghién cizu QoL

dén thoi  diém

khao sat (nam)

N n =109
Pac diem
n %
Tudi khi bat dau | Trung binh + d6 Iéch chuan 44 +10,9
diéu tri Khoang tudi 16-65
Gisi Nam 74 67,9
N 35 32,1
2 39 35,8
Giai doan TNM 3 29 26,6
4 41 37,6
Hoéa xa 1 chu ky 25 22,9
dong 2 chu ky 33 30,3
thoi 3 chu ky 51 46,8
Thuc hién hoéa tri Khéng diéu tri 88 80,7
Héa tri 1 chu ky 3 2,8
b6 tro 2 chu ky 3 2,8
3 chu ky 15 13,8
Thoi gian tir khi
bat dau diéu tri ,
Trung binh + @b léch chuan 7172

Nhan xét: Tudi trung binh khi diéu tri la 44.

Nam gigi chiém 67,9%.
Giai doan 11, 11, IV lan luot 13 35,8%; 26,6% va 36,6%.
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3.3.2. biém chdt lirong cugc séng
3.3.2.1. Két qud thuc hién trd loi bé cau héi
Bdang 3.13. Két qud thuc hién trd 161 bg cau héi vé chdt lweng cugc séng

C& mau can dat 97 Ghi chu

S6 nguoi du tiéu 4 ngudi tir choi

chuan duoc gui bo | 113 | 109 ngudi dong | Trong 109 bo két qua, khdng co

cau hoi y cau tra 11 nao bi dé trong

Nhan xét: Két qua dat muyc tiéu ban dau, khong co cau tra 1oi nao bi dé trong.
3.3.2.2. Diém chat luwong cuéc song cot 16i theo thang do EORTC OLO-C30

Bdang 3.14: Diém chdt lweng cugc song cot 16i theo EORTC QLQ-C30

Muc Trung binh P§ léch chuan [Nhé nhat [Lén nhat
QoL téng thé 62,9 25,40 0 100
Thé chat 83,7 18,02 0 100
Piém | Vai tro 78,6 26,67 0 100
chiec | Cam xuc 75,4 23,24 0 100
ning | Nhan thuc 78,1 21,97 0 100
X4 hoi 65,4 28,31 0 100
Mét moi 33,7 25,01 0 100
Budn ndn va nén 6,4 14,49 0 83,3
Pau 24,4 25,61 0 100
Piém | Kho the 33,9 27,19 0 100
triéu | Mat nga 31,2 32,78 0 100
chieng | Mat ngon miéng 37,6 33,36 0 100
Téo bon 16,2 24,25 0 100
Tiéu chay 5,8 14,22 0 66,6
Vén dé tai chinh 33,9 27,19 0 100

Nhan xét: Chat lugng cudc song tong thé dat trung binh 62,9 diém

V& diém trung binh cac chiic ning, chirc ning thé chat: 83,7 diém,
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churc nang vai tro: 78,6 diém; chire nang cam xuc: 75,4 diém; chuc nang nhan
thire: 78,1 diém; chire ning x4 hoi: 65,4 diém.
3.3.2.3. Diém chat luwong cuéc song chuyén biét trong ung thw dau cé

Bdng 3.15: Piém chdt lweng cudc song chuyén biét trong ung thuw dau cé

Trung binhP§ léch chuan [Nhé nhit |Lén nhat
Dau 23,9 25,42 0,0 100,0
Nubt 32,2 23,70 0,0 91,6
Van dé giac quan 32,5 30,46 0,0 100,0
Van dé noi 26,5 26,94 0,0 100,0
Van dé voi an ubng xa hoi| 31,0 28,97 0,0 100,0
Van dé voi giao tiép xa hoi| 20,9 23,95 0,0 100,0
Giam tinh duc 34,8 30,72 0,0 100,0
Ring 58,7 33,92 0,0 100,0
Mo miéng 39,1 36,23 0,0 100,0
Khé miéng 63,9 33,38 0,0 100,0
Nudéc bot dinh 56,2 32,30 0,0 100,0
Ho 19,2 20,91 0,0 100,0
Cam thay bi bénh 24,7 26,59 0,0 100,0
Giam dau 20,2 40,32 0,0 100,0
Dinh dudng b6 sung 51,4 50,21 0,0 100,0
Xo6ng dn 0,9 9,58 0,0 100,0
Sut can 28,4 45,32 0,0 100,0
Tang can 23,9 42,82 0,0 100,0

Nhan xét: Trong sé diém trung binh vé chat lwong cudc sdng trong ung thu
dau cd, ba diém cao nhat theo xép theo thu tu tir trén xudng lan luot 12 kho miéng
(63,9); rang (58,7) va nudc bot dinh (56,2).



82

3.3.3. Méi lién quan giira bién cé bdt loi man tinh va chdt lwong cugc song

3.3.3.1. Anh hurong cua khd miéng
Bdng 3.16. Anh hwéng ciia khd miéng dén EORTC QLQ-C30 vé diém QoL

tong thé va cac chike ning

Do 0 Po 1 P) 2
n=12 n=7 n=90 g
Mean+SD | Mean+SD | Cohen | ES | Mean+SD | Cohen | ES
QoL tongthé | 74+193 | 71+166 | 0,16 | T | 61+263 | 053 | M | 0,145
CNthéchat| 91+146 | 77+346 | 059 | M | 83+166 | 048 | S | 0,223
CNvaitro| 97+96 | 95+126 | 018 | T | 75+275 | 0,86 | L | 0,000
CNcamxic | 83+233 | 84+122 | 0,06 T | 74+237 | 041 | S | 0,230
CN nhan 0,11 T 0,60 | M | 0,044
i 89+13,0 | 90+ 16,3 76 + 22,7

CNxahoi| 83+236 | 67+236 | 071 | M | 63+286 | 0,73 | M | 0,063

CN: chirc nang

(khéng dang ké) NS: not significant.

Chu gidi: Mean: trung binh; SD: standard deviation, Cohen’s D dwoc tinh véi dé 0; ES: effect size,
Mmuec do dnh huong theo Cohen’s D; S: small (nhd); M: moderate (vera); L: large (Ién); T: trivial

Nhdn xét: Khd miéng man tinh d¢6 2 anh huong 16n dén diém trung binh

churc nang vai tro.
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Bdng 3.17. Anh hwéng ciia khd miéng dén EORTC QLQ-C30 vé diém cac

triéu charng

bo 0 bj 1 Do 2
Triéu chang n=12 n=7 n=90 P
Mean+SD|MeanzSD | Cohen | ES |Mean+SD| Cohen | ES
Mét moi 19+£19,7(24+19,7| 0,27 | S |37+£253| 0,73 | M (0,034
Budnnénvanon | 4+10,3 [12+249| 046 | S | 6+14,0 | 0,16 | T 0,527
Pau 4+144112+158| 052 | M |28+259| 0,96 | L (0,001
Kho tho 25+251/24+16,2| 005 | T |36+27,9| 0,40 | S 0,255
Mat ngu 14+£223/19+26,2| 0,22 | S |34+33,7| 0,63 | M 0,074
Mat ngon miéng |25 +25,1/33+27,2| 0,27 | S |40+33,8| 0,43 | S (0,343
Tao bon 11+421,7(10+£16,2| 0,08 | T [17+£25,1| 0,25 | S (0,531
Tiéu chay 0 5+£126 | 064 | M| 7£151 | 0,47 | S |0,309
Van dé tai chinh |25 +251(24+16,2| 0,05 | T [36+27,9| 0,40 | S (0,255

CN: chirc nang

ké) NS: not significant.

Chu gidi: Mean: trung binh; SD: standard deviation; Cohen’s D dwoc tinh véi dé 0; ES: effect size, muc
do anh huong theo Cohen’s D, S: small (nho); M: moderate (vea); L: large (16n); T: trivial (khong dang]

Nhdn xét: Khd miéng man tinh d6 2 anh huong 16n diém dau trong thang

do chat luong cudc song cot 16i.



3.3.3.2. Anh huong ciia dau man tinh
Bding 3.18. Anh hwéng ciia dau man tinh dén EORTC QLQ-C30 vé diém QoL

tong thé va cac chikc ning
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P60 P 1 P 2
n=68 n=26 n=15 P
Mean+SD | MeantSD | Cohen | ES |MeantSD| Cohen | ES

QoL téngthé | 66+248 | 62+268 | 017 | T [48+214| 0,75 | M |0,042
CN Théchat| 85+16,6 | 84+203 | 0,09 | T |76+19,2| 055 | M |0,190
CNVaitro| 82+254 | 81+234 | 006 | T [58+295| 094 | L |0,004
CN Cam xtc| 80+22,5 | 69+219 | 053 | M |64+233| 0,71 | M [0,011
CN Nhan thuc| 82+31,5 | 72+231 | 045 | S |69+17,7| 064 | M [0,030
CN Xahoil 69+285 | 63+245 | 022 | S [51+305| 063 | M |0,070

Nhdn xét: Pau man tinh d6 2 anh huéng 16n dén diém trung binh vé chuc

nang thé chat.

Bdang 3.19. Anh huvng dau man tinh dén EORTC QLQ-C30 vé diém céc trigu chiing

b6 0 bo 1 Do 2
Triéu chang n=68 n=26 n=15 P
Mean+SD |MeantSD| Cohen | ES | Mean+SD |Cohen| ES
Mét moi 28+235 [37+228| 0,38 S | 53+264 | 101 | L |0,002
Budbnnénvanén | 4+120 | 8+11,7| 029 | S | 14+243 | 069 | M |0,176
Dau 20+25,8 [30+24,0| 041 S | 36+234 | 0,62 | M |0,042
Kho tho 28+26,1 (41+27,2| 049 S | 49+247 | 0,81 | L [0,007
Mat ngu 25+311 [35+319| 029 | S | 51+353 | 0,80 | L |0,018
Mat ngon miéng | 32+32,0 |41+272| 027 | S | 56+325 | 072 | M |0,041
Tao bon 17+26,7 [19+21,4| 0,10 T 9+152 | 031 | S |0/412
Tiéu chay 3+95 9+178 | 0,49 S | 13+211 084 | L (0,076
Van dé tai chinh | 28+26,1 [41+27,2| 049 | S | 49+247 [ 081 | L |0,007

Nhdn xét: Pau man tinh d6 2 anh huong 16n c6 ¥ nghia thong ké dén diém

trung binh QOL c&c triéu chitng mét moi, kho thé, mat nga va van dé tai chinh.




3.3.3.3. Anh huong cua kho nuot
Bdng 3.20. Anh hwéng ciia kho nuét dén EORTC QLQ-C30 vé diém QoL téng

thé va céc chikc ning
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Pj 0 pj 1 Pj 2

n=24 n=45 n=40 P

MeantSD| MeantSD |Cohen| ES |Mean+SD| Cohen | ES

QoL téng thé 78+196| 63+225 | 0,71 | M |54+276| 0,97 L | 0,001
CN Théchat 94+75 | 85+19,1 | 055 | M |[77+185| 1,10 | L | 0,000
CN Vaitro|86+195| 81+242 | 020 | S [71+31,3| 0,56 M | 0,062
CNCamxuc|81+219| 79+206 | 006 | T |68+254| 0,51 M | 0,040
CN Nhan thac| 87 +£139| 79+22,9 | 039 | S [72+234| 0,72 M | 0,008
CN Xahoi|68+32,6| 70£23,7 | 006 | T [59+29,9| 0,29 S | 0,208

Nhdn xét: Khé nudt ¢ 2 anh huong 16n dén QoL tong thé, chirc nang thé

chat.

Bdng 3.21. Anh huéng ciia kho nuét dén EORTC QLQ-C30 vé diém céc triéu ching

Po 0 P 1 D) 2
Triéu chirng n=24 n=45 n=40 P
Mean+SD| Mean+SD |Cohen| ES | Mean+SD | Cohen | ES
Mét moi 21+275| 32+244 [ 049 | S | 43+27,1 | 094 | L |0,000
Buonnénvandn | 1+47 | 6+134 | 041 | S | 10+184 | 058 | M [0,007
Pau 13+20,8| 22+21,3 | 041 | S | 34295 | 0,79 | M |0,004
Khé tho 22+234| 32+256 (039 | S | 43+284 | 0,79 | M |0,008
Mat nga 21+275| 27+330 (019 | T | 42+329 | 0,70 | M |0,017
Mat ngon miéng | 22+32,1| 33+288 | 035 | S | 52+337 | 091 | L |0,001
Téo bon 10+183| 17+252 (032 | S | 19+260 | 040 | S {0,310
Tiéu chay 3+94 | 2+84 006 | T | 12+193 | 054 | M |0,022
Van dé tai chinh [22+234| 32+256 | 039 | S | 43+284 | 0,79 | M |0,008

Nhdn xét: Khé nuét 6 2 anh huong 16n dén diém trung binh vé mét moi

va mat ngon miéng.
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3.3.3.4. Anh huong cua ton thiwong than kinh ngoai bién

Bdng 3.22. Anh hwéng ciia tén thwong than kinh ngoai bién dén EORTC
QLQ-C30 vé diém QoL téng thé va cac chire néing

Pj 0 pj 1 Pj 2

n=98 n=2 n=9 P

Mean+SD | MeanzSD | Cohen | ES | MeantSD | Cohen | ES

QoL téng thé 64+255 | 67235 | 0,10 T | 50=x236 | 055 | M |0,281
CN Théchat | 84+184 | 90+14,1 | 033 | S | 80+153 | 022 | S |0,728
CN Vaitro | 79+26,5 100+ 0 0,79 | M | 67+£289 | 047 S | 0,208
CNCamxuc | 75+236 | 96+59 0,86 L | 70+£196 | 0,22 S | 0,377
CN Nhan thic | 78 £22,6 100+ 0 0,99 L | 76147 | 009 | T |0,355
CN Xahoi | 64+283 | 75+354 | 0,39 S | 718+27,7 | 048 S 10,343

Nhgn xét: Ton thuong than kinh ngoai bién d6 1 anh huang I6n dén chirc

nang cam xUc va nhan thuec.

Bdng 3.23. Anh hwéng ciia tén thwong than kinh ngoai bién dén EORTC

QLQ-C30 vé cdc diém céc trigu chirng

b0 b1 bj 2
Triéu ching n=98 n=2 n=9 g
Mean+SD | Mean+SD | Cohen | ES | MeantSD |Cohen| ES
Mét moi 34+254 | 17+£235 | 068 | M | 36+21,3 | 0,08 | T |0,612
Budn ndnvandn| 7+149 8+11,7 0,11 T 4+111 (020 | T /0,834
Dau 24+254 | 17+235 | 0,29 S | 31+294 | 0,29 | S |0,644
Khé tho 34+275 | 17+x235 | 063 | M| 37+26,0 | 0,11 | T {0,635
Mat ngu 31+£334 | 17+£235 | 044 S | 33+x288 | 0,06 | T |0,809
Mat ngon miéng | 37+33,8 | 33+47,1 | 0,11 T | 44+289 | 0,22 | S |0,807
Tao bon 14+224 | 17+235 | 011 | T | 37+351 | 0,96 | L |0,025
Tiéu chay 5+14,1 | 17235 | 0,79 | M | 7+£147 | 014 | T |0,515
Van dé tai chinh | 34+275 | 17+235 | 063 | M | 37+26,0 | 0,11 | T [0,635

Nhdn xét: Chi c6 ton thuong than kinh ngoai bién d6 2 1a ¢6 anh huéng 16n

dén thang diém tao bon.




3.3.3.5. Anh hurong cua U tai

Bding 3.24. Anh hwéng Ciia u tai dén EORTC QLQ-C30 vé diém QoL téng thé va cac chike ning
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Pj 0 (n=36) Do 1 (n=36) Pj 2 (n=28) Pj 3 (n=9)

Mean £ SD | Mean£SD | Cohen | ES MZT; * Cohen | ES | Mean+SD | Cohen | ES P
QoL tdng thé 67+215 | 63+260 | 015 | T | 62265 | 017 | T | 49+329 | 112 | L |0,329
Chic nang thé chat | 89 + 13,8 86+124 | 023 | S | 78+253 | 056 | M | 68+128 | 198 | L |0,001
Chirc nang vai tro | 87+20,0 | 76+260 | 048 | S | 79+304 | 034 | S | 56+289 | 123 | L |0,020
Chirc ning Cam xic | 82+183 | 71+220 | 053 | M | 78+273 | 0,16 | T | 57+233 | 139 | L |0,018
Chirc nang Nhanthuc | 85+17,7 | 71217 | 070 | M | 80+258 | 025 | S | 72+186 | 151 | L [0,043
Chirc ning Xa hoi | 75+244 | 58+237 | 069 | M | 64+330 | 0,40 | S | 61373 | 099 | L |0,080

Chu gidi: Mean: trung binh; SD: standard deviation, Cohen’s D dwoc tinh vdi do 0; ES: effect size, mirc do anh hwong theo Cohen’s D; S: small (nho); M:

moderate (vira); L: large (I6n); T: trivial (khéng ddng ké) NS: not significant.

QoL: chdt hwong cugc séng; CN: chire ning

Nhdn xét: U tai d6 3 anh huong 16n dén tat ca cac nhoém chirc naing EORTC QLQ-C30.
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Bding 3.25. Anh hwéng ciia it tai dén EORTC QLQ-C30 Vé diém cdc diém triéu ching

Tridu ching Do 0 (n=36) Do 1 (n=36) Do 2 (n=28) Do 3 (n=9) )
Mean + SD | Mean + SD |Cohen| ES [Mean + SD|Cohen| ES |Mean £ SD |Cohen |[ES
Mét moi 27+208 | 34+224 | 034 | S | 36+300 035 | S | 53+£259 | 124 | L |0,038
Budn ndn va non 4+133 5+9,6 012 | T | 11+193 | 043 | S 9+16,9 193 | L |0,397
Pau 16+218 | 30x219 | 064 | M | 24+316 | 030 | S | 41+23,7 | 122 | L |0,023
Kho tho 28+245 | 38+278 | 039 | S |32+294 | 0,16 | T | 48+242 | 110 | L |0,157
Mat ngu 28+293 | 30+336 | 006 | T |31+£373 010 | T | 52+242 | 09 | L |0,259
Mat ngon miéng 31+£31,2 | 41+339 (031 | S [ 33+£339 009 | T | 67+£236 | 09 | L |0,024
Tao bon 19+292 | 16+218 | 011 | T | 14+230 0,16 | T | 15+176 | 098 | L |0,911
Tiéu chay 27,7 6+134 | 042 | S | 10+£200 | 053 | M | 7x147 286 | L |0,122
Vén dé tai chinh 28+245 | 38+278 | 039 | S |32+294 | 016 | T | 48+242 | 110 | L |0,157

Chu gidi: Mean: trung binh; SD: standard deviation; Cohen’s D dwoc tinh voi do 0; ES: effect size, mizc do anh huong theo Cohen’s D, S: small (nho); M:

moderate (vira); L: large (I6n); T trivial (khéng ddng ké) NS: not significant.

QoL: chdt lwong cugc song; CN: chire ning

Nhdn xét: U tai d6 3 anh huang 16n dén tat ca cac triéu chung cia EORTC QLQ-C30.




3.3.3.6. Anh hurong cua giam thinh lyc
Bdng 3.26. Anh hwéng giam thinh luc dén EORTC QLQ-C30 vé diém QoL téng thé va cac chire ning
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e 0 bo 1 (n=29) bo 2 (n=33) bo 3 (n=17) Do 4 (n=4) p
(n=26)
Mean+SD [Mean+SD|Cohen| ES | MeanzSD | Cohen | ES |Mean+SD |Cohen [ES |[MeantSD |CohenES
QoL tongthé | 70+26,0 [62+26,3/ 0,30 | S |61+245| 0,34 | S [61+£21,2| 0,36 | S |52+41,0/062 | M |0,591
CN thé chat| 89 + 15,5 [85+20,2| 0,27 | S |81+182| 051 | M |82+141| 050 | R [72+26,3|1,05| L |0,236
CNvaitro 86+21,5(80+289|021| S | 76+280 | 040 | S |[73+£270| 056 | R |67+27,2|0,87 | L {0,391
CN cam xdc| 78 +22,6 |80+26,01 0,07 | T | 70+220| 0,35 | S |77+20,1| 0,06 | T |60+26,7|0,77 | M |0,324
CN nhan thic| 85+20,0 |82+236(0,11 | T | 74+205| 051 | M |72+22,7| 062 | R | 67+236|0,88 | L {0,139
CN xa hoi| 75+23,7 |72+30,3| 0,12 | T |58+26,7 | 067 | M |53+290| 085 | L | 71+285 0,17 | T {0,035

QoL: chdt lwong cugc song; CN: chire ning

moderate (vira); L: large (I6n); T- trivial (khéng dang ké) NS: not significant.

Chu gidgi: Mean: trung binh; SD: standard deviation;, Cohen’s D dwoc tinh véi do 0; ES: effect size, mitc do anh huwong theo Cohen’s D, S: small (nhd); M:

Nhdn xét: Tinh mic d6 anh huong theo Cohen’s D, giam thinh luc d6 4 anh huong Ion dén diém chic niang thé chat,

val tro va nhan thue.
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Bdng 3.27. Anh hwéng giam thinh luc dén EORTC QLQ-C30 vé diém cac trigu ching

b6 0
Trieu ching (n=26) bo 1 (n=29) Do 2 (n=33) bo 3 (n=17) Do 4 (n=4) p
Mean+SD |Mean+SD| Cohen | ES |MeantSD| Cohen | ES |[MeanzSD |Cohen [ES |Mean+SD |Cohen |ES
Mét moi 30245 |26 +245| 0,14 T [41+239| 0,48 S [34%£23,0| 0,17 T |47+37,8| 0,66 | M 0,117
Buonnénvanén 4+100 [5+10,8| 001 | T [11+203| 037 | S |5+129| 004 | T | 4+83 [ 003 | T | 0,668
Dau 16 £ 20,8 |24 +27,3| 0,33 S |30£28,2| 055 | M |24+£20,5 041 S [37£343{ 095 | L 0,260
Khé tho 32+274 |28+29,6| 0,16 | T [42+26,7| 038 | S (29+£20,0/ 011 | T |42+31,9|034 | S 0,223
Mat ngu 27+32,7 |25+32,9| 0,05 T 140+£331| 041 S [33£33,0| 0,19 T |17+£19,2| 033 | S 0,307
Mat ngon miéng| 24 £ 25,9 [34+32,7| 0,34 S [45+37,1| 065 | M |41+32,3| 0,59 R [67+27,2| 162 | L 0,048
Tao bon 14+16,8 |17+29,0f 0,13 T |17+x23,7| 0,15 T |16 £29,1| 0,07 T |17+£192, 015 | T 0,990
Tiéu chay 4+108 |6+128| 016 | T |8+167| 029 | S |4+£16,2| 001 | T |8+16,7|039 | S 0,786
Van dé tai chinh | 32 +27,4 |28+29,6| 0,16 T [42+26,7| 0,38 S [29+20,0| 0,11 T |42+319| 0,34 | S 0,223

Chu giai: Mean: trung binh; SD

: standard deviation; Cohen’s D dwoc tinh vdi do 0; ES:

moderate (vira); L: large (I6n); T trivial (khéng déang ké) NS: not significant.

QoL: chdt lwong cugc song; CN: chire ning

effect size, mirc o dnh huong theo Cohen’s D; S: small (nho); M:

Nhdn xét: Tinh mac d6 anh hudng theo Cohen’s D, giam thinh luc d6 4 anh huong 16n dén diém vé triéu chung dau va

mat ngon miéng.




3.3.3.7. Anh hurong ciia sdu rdng
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Bdng 3.28. Anh hwéng ciia Mikc dp sdu riang dén EORTC QLQ-C30 vé diém QoL tang thé va cac chire ning

P 0 (n=9) Pd 1 (n=27) Do 2 (n=28) Do 3 (n=45)

Mean £ SD | Mean+SD | Cohen | ES | Mean +SD | Cohen | ES | Mean = SD | Cohen | ES P
QoL téng thé 66 + 18,4 73+256 | 028 | S | 64+226 | 007 | T | 56+266 | 046 | S | 0,051
Chtic nang thé chat | 96 +5,8 84+214 | 059 | M | 83+20,7 | 069 | M | 81+149 | 142 | L | 0,197
Chirc nang vai tro | 93 + 14,7 80+249 | 054 | M | 75+282 | 068 | M | 77+283 | 081 | L | 0,074
Chirc nang cam xdc | 84 +15,3 80+248 | 020 | S | 71+245 | 058 | M | 74+226 | 064 | R | 0,346
Chirc nang nhanthic | 78 + 16,7 79+272 | 005 | T | 78+223 | 001 | T | 78+19,8 | 0,00 | T | 0,996
Chirc ning xa hoi | 68 + 30,6 73+304 | 014 | T | 58+289 | 035 | S | 65+259 | 017 | T | 0,293

QolL: chdt hwong cuéc séng; CN: chite ning

moderate (vira); L: large (I6n); T: trivial (khéng ddng ké) NS: not significant.

Chu gidi: Mean: trung binh,; SD: standard deviation; Cohen’s D duoc tinh véi d¢ 0; ES: effect size, mirc dé anh huwong theo Cohen’s D, S: small (nho); M:

Nhdn xét: Sau ring d6 3 anh huong 16n dén diém trung binh vé chitc ning thé chat, chirc nang vai tro
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Bdng 3.29. Anh hwéng ciia sdu rdng dén EORTC QLQ-C30 vé diém céc trigu ching

_ Do 0 (n=9) Pé 1 (n=27) Do 2 (n=28) Do 3 (n=45)
Triéu chang p
Mean £ SD | Mean+SD | Cohen | ES | Mean + SD | Cohen | ES | Mean £ SD | Cohen | ES
Mét moi 27 +£23,0 28 £+ 26,7 0,03 T 38x252 | 0,44 S 36 24,1 0,29 S | 0,365
Budn nén va non 7121 4+£99 0,29 S 7+16,6 0,05 T 7+16,1 0,00 T | 0,849
bau 22 +20,4 19+27,1 0,14 T 24 £ 26,6 | 0,06 T 29+ 25,0 0,21 S | 0415
Kho tho 26 + 27,8 27 27,8 0,04 T 37+305 | 0,37 S 38+ 24,2 0,38 S | 0,301
MAat ngu 15+ 24,2 21 £ 28,0 0,23 S 36+326 | 0,68 M 38+ 35,2 0,44 S | 0,063
M4t ngon miéng 15+17,6 26 + 33,7 0,36 S 38+33,6 | 0,76 M 49 £ 31,5 0,74 L | 0,004
Tao bon 22 +235 16 + 26,7 0,24 S 15+248 | 0,27 S 16 £ 23,1 0,22 S | 0,897
Tiéu chay 0 2+8,9 0,32 S 11+20,4 | 0,60 M 6+129 0,18 T | 0,095
Van dé tai chinh 26 + 27,8 27+278 | 004 | T | 37+305 | 037 | S | 38+242 | 038 | S | 0,301

Chu giai: Mean: trung binh, SD: standard deviation;, Cohen’s D dwoc tinh véi do 0; ES: effect size, mirc do anh huong theo Cohen’s D; S: small (nho);

M: moderate (vira); L: large (I6n); T trivial (khéng dédng ké) NS: not significant.

QoL: chdt lwong cugc song; CN: chire ning

Nhdn xét: Sau rang d6 3 anh huong 16n dén diém trung binh vé triéu chiing mat ngon miéng.
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3.3.3.8. Anh huréng ciia xo héa da-mé duéi da
Bdng 3.30. Anh hwéng ciia xo héa da-mé dwéi da dén EORTC QLQ-C30 vé diém QoL téng thé va cac chire ning

bo 0 (n=51) Do 1 (n=40) bo 2 (n=15) Po 3 (n=3)
Mean + SD | Mean + SD | Cohen | ES | Mean+ SD | Cohen | ES | Mean £ SD | Cohen | ES P
QoL téng thé 69 +20,3 | 59 #30,0 | 041 | S | 57 238 | 056 | M | 44 +315 | 118 | L | 0,096
Chacnangthéchat | 89 +131 | 82 +207 | 042 | S | 72+181 | 116 | L | 71 +234 | 132 | L | 0,005
Chic nang vaitro | 84 +24,4 | 77 +276 | 024 | S | 71 +278 | 050 | S | 44 +192 | 162 | L | 0,043
Chtcningcamxic | 83 +183 | 69 +259 | 062 | M | 68 +240 | 077 | M | 67 +£30,1 | 0,86 | L | 0,015
Chicningnhanthiac | 84 +£19,2 | 72 £251 | 056 | M | 78 #186 | 033 | S | 67 +16,7 | 091 | L | 0,045
Chirc nang xa hoi | 68 +255 | 66 +29,2 | 007 | T | 57 £350 | 039 | S | 67 +334 | 004 | T | 0,629

Cha gidai: Mean: trung binh; SD: standard deviation, Cohen’s D dwoc tinh véi dé 0; ES: effect size, mite do anh huong theo Cohen’s D, S: small (nho); M:
moderate (vira); L: large (I6n); T trivial (khéng ddng ké) NS: not significant.

QoL: chdt lwong cugc song; CN: chire ning

Nhdn xét: Tinh mirc d6 anh hudéng theo Cohen’s D, bién ¢ bat lgi man tinh d6 3 trén da-mé dudi da tac dong 16n ti

QoL tong thé va 4 muc trong diém chirc ning chét luong cudc song.
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Bding 3.31. Anh hwéng ciia xo héa da-mé dwdi da dén EORTC QLQ-C30 vé diém cac triéu chirng

Tricu ching P$ 0 (n=51) Pj 1 (n=40) Pj 2 (n=15) Pj 3 (n=3) ;
Mean = SD | Mean+ SD | Cohen | ES | Mean+SD | Cohen | ES | Mean = SD | Cohen | ES
Mét moi 27 £21,6 35 £27,3 0,32 S | 50 £22,9 | 1,03 L 56 +111 1,34 L | 0,006
Budn ndn va non 4 +12,4 6 +£11,0 0,13 T | 14 +£243 | 065 | M | 11 £192 | 054 | R | 0,514
bau 19 +23,0 26 +24,7 0,32 S | 34 +305| 064 | M 50 +334 1,34 L | 0,042
Khé tho 27 £255 | 37 £30,0 | 033 S | 44 +206 | 069 | M | 56 £19,2 | 111 | L | 0,057
Mat nga 19 +24.3 39 +£38/4 0,65 M | 49 £278 | 1,19 L 44 + 38,5 1,02 L | 0,019
Mat ngon miéng 29 +29,1 40 +£36,4 0,35 S |56 +30,0| 092 | L | 67 £334 | 1,30 | L | 0,014
Tao bon 14 +23,2 15 £21,3 0,06 T |22 +£27,2 | 0,35 S 44 +50,9 1,23 L | 0,130
Tiéu chay 390 3 10,1 0,08 T | 22 £241 | 1,42 L 11 +£19,2 0,88 L | 0,097
Van dé tai chinh 27 £255 | 37 +30,0 | 033 | S |44 +206 | 069 | M | 56 +19,2 | 1,11 | L | 0,057

Cha gidgi: Mean: trung binh; SD: standard deviation;, Cohen’s D dwoc tinh véi do 0; ES: effect size, mirc d¢ anh huong theo Cohen’s D; S: small (nhg); M:
moderate (vira); L: large (I6n); T trivial (khéng dang ké) NS: not significant.

QoL: chdt lwong cugc song; CN: chire ning

Nhgn xét: Tinh mtc d6 anh hudng theo Cohen’s D, bién cb bét loi man tinh d 3 trén da-mé dudi da tac dong lon 7

muc trong diém triéu chung vé chat lugng cudc séng cot 16i.




3.3.3.9. Anh huréng ciia mét méi

Bding 3.32. Anh hwéng mét méi dén EORTC QLQ-C30 vé diém QoL tong thé va cac chire ning
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bo 0 (n=51) Do 1 (n=48) Do 2 (n=9) bo 3 (n=1)
Mean £ SD | Mean =SD | Cohen | ES | Mean = SD | Cohen | ES Mean | Cohen ES g
QoL tong thé 69+225 | 62+251 | 027 | S| 34+255 | 150 | L 50 0,02 T {0,002
Chtc nang théchat | 87+16,3 | 84+182 | 014 | T | 67196 | 1,14 | L 67 0,02 T |0,021
Chure ning vai trd 86+214 | 76+281 | 040 | S | 59+324 | 114 | L 33 0,05 T {0,007
Chicningcamxic | 77+21,4 | 77+237 | 002 | T | 59+255 | 0,83 | L 42 0,03 T |0,066
Chic nang nhanthuc| 83+19,7 | 74+245 | 0,39 76+169 | 035 | S 67 0,02 T |0,233
Chtrc ning xa hoi 704277 | 64+275 | 021 | S | 50+323 | 0,70 | M 33 0,03 T |0,148

moderate (vira); L: large (I6n); T trivial (khéng ddng ké) NS: not significant.

Cha gidai: Mean: trung binh; SD: standard deviation, Cohen’s D dwoc tinh véi dé 0; ES: effect size, mitc do anh huong theo Cohen’s D, S: small (nho); M:

QoL: chdt lwong cugc song; CN: chire ning

Nhdn xét: Mét moi man tinh d6 3, véi 1 truong hop, khdng anh huong 16n dén toan bo diém trong QoL tdng thé va cac
diém trung binh céc chic nang. Tuy nhién, mét moi man tinh d6 2 ¢ anh hudng 16n téi diém chat luong cudc song vé QoL

tong thé.
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Bdang 3.33. Anh hwéng ciia mike dp mét méi dén EORTC QLQ-C30 vé diém cac triéu ching

P 0 (n=51) Do 1 (n=48) Do 2 (n=9) Po 3 (n=1)
Triéu chang p
Mean £ SD | Mean+SD | Cohen | ES | Mean = SD | Cohen | ES Mean Cohen | ES
Mét moi 29+ 22,9 34+253 | 022 | S | 57+16,1 | 1,28 | L 89 0,05 | T | 0,001
Buon nén va non 4+124 7+153 022 | S | 13+200 | 064 | M 17 0,02 | T | 0,305
Pau 20 + 25,7 25+243 | 020 | S | 41+278 | 0,79 | M 50 002 | T | 0,108
Khé the 29 + 26,4 354283 | 019 | T | 52+176 | 0,89 | L 67 0,03 | T | 0,077
Mat nga 27 +29,8 31+346 | 014 | T | 48+294 | 0,72 | M 100 0,05 | T | 0,050
M4t ngon miéng 34+323 38+344 | 013 | T | 48+294 | 044 | S 100 004 | T | 0171
T40 bon 18 + 26,9 15+227 | 015 | T | 15+176 | 0,14 | T 0 001 | T | 0,789
Tiéu chay 3+9,0 8+ 16,1 044 | S | 11+235 | 0,70 | M 0 001 | T | 0,138
Vién dé tai chinh 29 + 26,4 35+283 | 019 | T | 52+176 | 089 | L 67 003 | T | 0,077

Cha gidgi: Mean: trung binh; SD: standard deviation; Cohen’s D dwoc tinh voi do 0; ES: effect size, mitc do anh huong theo Cohen’s D, S: small (nho); M:

moderate (vira); L: large (I6n); T: trivial (khéng déing ké) NS: not significant.

QoL: chdt lwong cugc song; CN: chire ning

Nhdn xét: Mét moi man tinh do 3, voi n=1, khdng anh huong 16n dén toan bd diém trung binh trong cac muc triéu

chting. Tuy nhién, mét moi man tinh d6 2, véi n=9, anh huong 16n téi 2 thang diém triéu chang.
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CHUONG 4: BAN LUAN
4.1. Két qud diéu tri ung thuw vom hong
4.1.1. Séng thém

Noi chung, phac d6 diéu tri 1a mot yéu té tién luong dén song thém. Két qua
& nghién ciu nay cho thiy ti 16 séng thém toan bo 5 nam dat 58,6%; 10 nim dat
40,3%.

Vé phac d6 diéu tri cho ung thu vom, huéng dan thuc hanh cua ASCO/
CSCO 1.2021 d3 can ctr vao c4c tong quan hé théng/phan tich tong hop - bang
chtng tét nhat cho thuc hanh 1am sang 2¢. Do dé, ban luan séng thém cua phac db
dang nghién cau, trong bbi canh chung nhu trén khong con hitu ich cho da sb cac
ca bénh duogc chan doan méi trong thyc tién diéu trj.

Theo b4o céo tir phan tich gop dua trén tiép can Bayesian so sanh két qua
diéu tri ung thu vom hong tién trién tai chd tai ving gitra hoa tri cam tng két hop
hoa xa ddng thoi, hda xa ddng thai két hop hoa tri bo tro va chi hda xa dong thoi
137 véi 3140 bénh nhan ung thu vom hong tién trién tai chd tai ving duoc chi dinh
ngau nhién tham gia, trong d6: 1321 ca nhan hda tri cam ung + hoa xa dong thoi,
411 ca nhan héa xa dong thoi + hoa tri bo trg va 1408 ca nhan hda xa dong thoi.
Xa tri 2D/3D va Xa tri diéu bién liéu (IMRT) da duoc ap dung trong céc thu
nghiém nay. Phac d6 hoa tri cam ng bao gém Cisplatin + Epirubicin + Paclitaxel,
Gemcitabine + Carboplatin + Paclitaxel, Docetaxel+Cisplatin+5-Fluorouracil,
Mitomycin C+Epirubicin+Cisplatin+5-Fluorouracil, Gemcitabine + Cisplatin va
Cisplatin + 5-Fluorouracil. Héa tri bé tro trong ca hai thir nghiém dwoc chon 1a
Cisplatin+5-Fluorouracil. Két qua cho thay, hda tri cam tng + hoa xa dong thoi
vuot troi co v nghia thong ké so voi hda xa tri ddng thoi vé ti 18 song thém khong
that bai 5 nam (OR 1,63; 95% CI: 1,16-2,29), séng thém khong di cin xa (OR
1,56; 95% Cl: 1,08-2,22) va sbng thém khéng that bai tai chd tai ving (OR 1,62;
95% CI: 1,02-2,59) nhung khong hon c6 ¥ nghia théng ké ddi véi song thém toan
bo (OR 1,35, 95% Cl: 0,92—2,00). Hoa xa dong thoi két hop véi hoa tri bo tro cho

thay khong c6 su khac biét dang ké vé két qua dugc danh gia so véi chi riéng hoa
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tri cam wng+ hda xa ddng thoi va chi héa xa ddng thoi, va khdng co su khac biét
dang ké cho tét ca céc két qua song thém. Panh gia vé ti 1é sbng thém 5 nim chi
ra rang héa tri cam @ng + hoa xa tri ddng thoi co xac suat cao nhat (séng thém
toan bo: 62%; sdng thém khong that bai: 82%; song thém khong di cin xa: 62%;
séng thém khéng that bai tai chd tai ving: 80%) — tré thanh lua chon duoc vu
tién, tiép theo 1a hda xa ddng thoi + hoa tri bd tro va chi hda xa dong thoi.

Ciing theo bao céo trén, trong sb ba chién lugc diéu tri, liéu phap hiéu qua
nhat vé sdng thém toan bo 1a hda xa dong thai + hoa tri bo tro, tiép theo 12 hoa tri
cam ng + hoa xa dong thoi va chi hoa tri dong thoi. Theo thir tu nay, ti 1é gop veé
séng thém toan bo 5 nam 1a 83% (95% CI: 78%-88%), 80% (95% Cl: 72%-87%)
va 76% (95% Cl: 71%-81%). Ti I¢ gop vé song thém khong that bai 5 nam 1a
75% (95% Cl: 70%-80%) ¢ nhom hoa xa ddng thai + hoa tri bo trg; so véi 71%
(95% Cl: 61%-80%) trong nhém hoa tri cam ¢ng + hda xa déng thoi va 63% (95%
Cl: 54%-71%) & nhém chi hoa xa dong thoi. Phan tich gop vé cac chi sé song
thém khéc ciing cho thdy hda xa ddng thoi +hoa tri bo tro dat sbng thém khéng di
cin xa 5 nam: 85% (95% CI: 80%-89%); ti I¢ song thém khoéng tai phat tai chd
tai ving 5 nam: 91% (95% CI: 87%-94%) - dat cao nhat vé hai ti 18 nay so voi
hoa tri hda tri cam ¢ng + hda xa dong thoi (séng thém 5 khong di can xa: 83%;
95% Cl: 78%-88%); séng thém 5 nam khong tai phat tai chd tai ving: 86%, 95%
Cl : 80%-92%) va chi hda xa dong thoi (séng thém 5 khong di can xa: 77%, 95%
Cl; 73%-81%; song thém 5 nam khong tai phat tai chd tai ving: 82%, 95% CI:
75%-90%). Nhom téac gia caa nghién cau nay két luan: “hda tri cam ing + hda
xa dong thoi ¢ thé duwoc khuyén nghi nhue la mét phwong phdp wu tién lira chon
diéu tri triét can cho ung thu vom hong tién trién tai ché tai viing ”.

Thém mot cong bd nam 2022: “Phan tich téng hop hda tri trong ung thu
biéu md vom hong (MAC-NPC): Ban cdp nhdt tir 26 thir nghiém va 7080 bénh
nhan”, cic tac gia dat muc tiéu chinh 1a so sanh séng thém toan bo giira cac
phuong phap xa trj v&i c6/khong hoa tri triét can cho ung thu vom hong™. Tat ca

cac thir nghiém déu dugc phan tich bang mé hinh tac dong cd dinh (fixed-effects
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model). Cac phuong phap diéu tri duoc phan loai thanh nam tap hop con theo thoi
gian hoa tri.

Theo d6, phan tich tdng hop hién bao gém 26 thir nghiém va 7.080 bénh
nhan. Viéc b6 sung héa tri 1am giam nguy co tir vong, véi hazard ratio (HR) la
0,79 (khoang tin cay (CI) 95% [0,73; 0,85]) va ti Ié séng thém 5 nim va 10 nim
tuyét ddi tang 1a 6,1% [+3,9; +8,3] va +8,4% [+5,7; +11.1], twong ng. Hiéu qua
|6n nhat dugc quan sat thay & nhdm hoa xa dong thoi + b tro, hoa tri cam ang +
héa xa ddng thoi, véi HR [95%CI] tuong tmg 13 0,68 [0,59; 0,79] (ting ti 18 séng
thém 5 nam tuyét déi: 12,3% (7,0%: 17,6%)), 0,73 [0,63; 0,86] (6,0% (2,5%:
9,5%)) va 0,81 [0,70; 0,92] (5,2% (0,8%; 9,6%)). Loi ich cua hoa tri cling duoc
chting minh bang su cai thién ti I& séng thém bénh khong tién trién, ti I tir vong
do ung thu, kiém soét tai chd va kiém soét di can xa. C6 mot sy twong tac dang
ké gitra tudi bénh nhan va hiéu qua hoa tri. Cac tac gia két luan rang, phan tich
tong hop cdp nhdt nay xac nhdn lei ich cia héa xa tri dong thoi va hoa xa tri
dong thoi + bé tro, dong thoi goi ¥ rang viéc bé sung hda tri cam ing hodc bé
tro vao hoa tri liéu dong thoi gitp cdi thién kha néing kiém soét u va séng thém.
Loi ich cia héa tri giam khi tusi bénh nhén ting ién.

Ngoai ra, theo cong bd khac nam 2021: “Héa xa tri dong thoi véi héa tri bé
sung cho ung thuw biéu md vom hong: Mét phan tich gép theo phirong phdp so
sanh diém xu huwéng” (Propensity score matching - PSM), c4c tac gia dat muc tiéu
xac dinh gia tri cua hoa tri cam ung/hda tri bo tro khi két hop hoa xa tri dong thoi
d6i voi ung thu vom miii hong!®®. Muc tiéu Ia so sanh hiéu qua vé ti I¢ séng thém
toan bo, sdng thém khong di cin xa va séng thém khong tai phat tai chd tai vang.

Két qua tir 14 thar nghiém bao gom 4086 ca cho thay loi ich c6 ¥ nghia thong
ké giira hoa tri cam tng + hoa xa tri dong thoi va hoa xa dong thoi trén séng thém
toan bo (Hazard ratio [HR]: 0.76; 95% confidence interval [CI]: 0,64-0,91) va
séng thém khong di can xa (HR:0,77; 95% CI: 0,64—0,94) nhung khong c6 loi ich
c6 y nghia thong ké trén sdng thém khong tai phat tai chd tai ving (locoregional
recurrence-free survival, LRFS; HR:1,14; 95% CI: 0,90-1,43). Tuy nhién, hoa xa
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tri dong thoi + hoa tri bd trg khdng cai thién co ¥ nghia thong ké. Bai bao két luan,
hoa tri cam tng két hop hoa xa dong thoi cai thién co ¥ nghia thong ké vé sdng
thém toan bo va sdng thém khong di cin xa, trong khi héa xa dong thoi + hoa tri
bé trg khong dat duoc bat ki loi ich ndo theo muc tiéu nghién ctiu. Cu thé 13, dir
liéu lién quan dén séng thém toan bo, sdng thém khong di cin xa va séng thém
khong tai phat tai chd tai ving d co sin trong tat ca 14 thir nghiém duoc tham
khao trong bai bao. Thém vao hoda tri cai thién c6 ¥ nghia théng ké vé HR cua
séng thém toan b va séng thém khong di can xa cua tat ca cac thar nghiém 12 0,81
(95% Cl: 0,69-0,94) va 0,80 (95% Cl: 0,68-0,95), tuong tng. Khdng thiy dugc
cai thién co ¥ nghia théng ké vé ti & song thém khdng thét bai tai chd tai ving
(HR: 1.07; 95% CI: 0,88—1,31). Tinh khéng thuan nhat khong duoc quan sat thay
& tat ca cac moc vé séng thém trong nghién cau véi 12 (gia tri p) 12 19% (p =
0,25), 12% (p = 0,33) va 28% (p = 0,16), twong tng. Twong tu, hda tri cam tng +
hoa xa dong thoi ting song thém toan bo (HR: 0,76; 95% Cl: 0,64-0,91) va song
thém khong di can xa (HR: 0,77; 95% CI: 0,64—0,94), nhung khong cai thién vé
s6ng thém khdng that bai tai chd tai ving (HR: 1,14; 95% CI: 0,90-1,43). Khong
c6 su cai thién c6 ¥ nghia thong k& & nhdm hda xa dong thoi +hda tri bo tro trén
séng thém toan bo (HR: 0,96; 95% CI: 0,71-1,29), séng thém khong di cin xa
(HR: 0,88; KTC 95% CI: 0,66-1,17) va séng thém khong that bai tai chd tai ving
(HR: 0,93; 95% CI: 0,64-1,35). Theo tinh toan, tinh khong ddng nhat khéng rd
rang gitta nhom héa tri cam tng + hda xa ddng thai so véi nhém hoa xa dong thoi,
véi gia tri 12 (gid tri p) lan luot 1a 10% (p = 0,35), 0% (p = 0,49) va 37% (p =
0,11). Trong khi d6, tinh khong ddng nhat khong rd rang & nhdm hda xa ddng thoi
+ hoa tri bo tro so véi nhdm hda xa dong thoi, véi gid tri 12 (gia tri p) 12 29% (p
— 0,24), 48% (p = 0,12) va 0% (p = 0,42), twong (ng.

Nhom tac gia caa nghién cau ndy cho rang, tom lai, so véi “tiéu chuan’ 1a
hoa xa tri dong thoi, khong co loi ich séng thém co y nghia thong ké ¢ thé dugc
lien két voi hda xa ddng thai + hoa tri bo trg vé séng thém toan bo, séng thém

khong di cin xa va song thém khdng that bai tai chd tai ving. Hoa tri cam tng +



101

hoa xa ddng thoi ¢6 thé hiéu qua hon vé sdng thém toan bo va séng thém khong
di can xa nhung khong hon vé séng thém khong that bai tai chd tai viing — day c6
thé 1a phac d6 hiéu qua cho ung thu vom hong tién trién tai chd tai vung.

Mic di hoa tri cam ng + hoa xa dong thoi 1a phac dd duoc khuyén céo cho
ung thu vom tién trién tai chd. Tuy nhién, trong thuc hanh 1am sang, ludn ton tai
méot nhém bénh nhan khdng phu hop chi dinh phac do trén. Khi d6, hoa xa ddng
thoi + hod tri b tro s& 1a mot lwa chon wu tién. Dit liéu sbng thém tir nghién ctu
nay sé tré thanh théng tin hitu ich cho cac bac si thuc hanh xa tri/hod tri. Bén canh
do, ti 1¢ chét khong lién quan dén ung thu trong nghién ctru...cling thuc sy hiu
ich cho céc thay thudc khi ngudi bénh dén tham kham dinh ki; ngudi bénh/gia
dinh: can tham kham thém chuyén khoa ngay néu c6 dau hiéu bat thuong lién
quan.

4.1.2. Bién cé bat lpi man tinh
4.1.2.1. Khd miéng

Két qua nghién ctu caa ching t6i cho thay, khd miéng d6 3 gap ¢ 4 ca
(1,4%); tinh trong nhém nhiing ngudi song tir 10 nam tro 18n sau Xa tri, khd miéng
man tinh d6 2 chiém 85,3%, khong cd ca nao bi trén d6 2. Trong khi do, hoi cau
sau 512 ca xa tri IMRT va 764 ca xa tri 2D, thoi gian theo d6i trung binh 115
thang, khd miéng do 3-4 & hai nhém Ian luot 13 17 ca (3%) va 56 (7%)
(p=0,003)™°. O mot nghién citu trén 276 ca ung thu vom hong giai doan T1-2NO-
3MO duoc Xa tri bang IMRT vai téng liéu vao u va hach 1a 66Gy, sau thoi gian
theo ddi trung binh 103 thang, 8 ca (2,9%) bi khd miéng man tinh trén do 24,
Két qua tir khd miéng trén d6 2 & nghién ciru nay thap hon ti 1¢ trong ty trong xa
tri 2D ¢ nghién ctru vira dan, c6 1& 1a & nghién ctru dé, tong lidu xa tri vao u 1a 68—
76 Gy (trung binh, 70 Gy).

Khé miéng (Xerostomia), theo tiéu chuan chung vé céc bién cé bat loi
(Common Toxicity Criteria of Adverse Events CTCAES) 1a mot rdi loan dic trung
boi giam luu lwong nudc bot trong khoang miéng. Khi diéu tri ung thu dau cb

bang xa tri vai co/khdng hoa tri, khd miéng do giam ca san lugng va thay di cac
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thanh phan caia nuée bot. Mot trong nhiing hau qua cua khd miéng 1a ti 16 mac sau
ring cao hon 4,

Khé miéng 1a bién cb bat loi thuong gap nhat sau xa tri ving dau cb. Xa tri
gay ra cho tuyén nuéc bot 12 giam thé tich, thay doi tinh dong nhat va giam pH
nuéc bot. Do d6, khi ¢6 mat cua thuc pham cd chira carbohydrate 1én men, do pH
ciia mang bam giam va thiéu do thanh thai, do dong nuéc bot giam, tc ché su tro
lai ctia mic binh thuong pH mang bam. Hau qua 13, moi trudng pH thap kéo dai
lam suy giam sy can bang gitra khir khoang va tai khoang, dan dén ting sau ring.
Thém vao d6, PH acid mang bam cung cap diéu kién téi wu lam thay doi moi
trrong trong miéng tré thanh moéi truong gay sau rang. Ngoai ra, pH mang bam
acid cung cip cac diéu kién téi wu cho su thay doi ciia hé thuc vat miéng sang hé
vi khuan gay bénh. Giam tiét nuéc bot gay cam giac kho chiu hodc dau miéng,
kho néi, nhai hodc nuét va uéng nhiéu lai dan dén tiéu dém. Sy vang mat cua hiéu
qua rira do dong nudc bot ¢ thé thuc day nhiém tring nguoc tuyén nudc bot, tir
d6 gay ra sung dau cac tuyén va nhiém tring huyét. Cudi cuing, nhirng van dé nay
c6 thé dan dén giam dinh dudng va giam can. Kho miéng do xa tri lam giam chat
lugng cudc séng cua bénh nhant#2,

Tong hop Y van (2021) * danh gia vé phuong phap kich thich than kinh
bang xung dién qua da (TENS - transcutaneous electrical nerve stimulation) trong
chting khé miéng do xa tri trén ngudi bénh ung thu dau c6 két luan rang phuong
phép nay c6 tinh an toan va tinh kha thi. Hiéu qua nhat 1a diéu tri hang ngay dong
thoi véi xa tri. Tuy nhién, van can thém bang chang trong vé cac théng sé ti uvu
cua phuong phép nay.

Tong hop Y vin va phan tich tong hop (2020)** danh gia tac dung phong
ngra va diéu tri caa cham ctu ciing cho thay cd hiéu qua trong viéc cai thién cac
triéu chirng khd miéng nhung khong phai & cac phép do luu lugng nudce bot khach
quan. Céc tac gia két luan, bang chang van con han ché do cac nghién ctu da cong

bd c6 chét luong thap.
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Tong quan vé hiéu qua lau dai cua cac can thiép (2019)° két luan rang
Pilocarpine, cevimeline va amifostine da duoc chitng minh trong mot s6 nghién
ctru dé cai thién khd miéng nhung di kém véi doc tinh. Cham ciru gidng nhu kich
thich than kinh bang xung dién qua da (acupuncture like transcutaneous electrical
nerve stimulation (ALTENS)) c0 hiéu qua tuong tu vai it tac dung phu hon.
Chuyén tuyén dudi ham c6 hiéu qua nhung budc phai qua phau thuat chon loc, va
do d6 co thé khong phai lac nao ciing phu hop hoic thuc té. Viéc st dung liéu
phap buc xa diéu bién cudng do, ngoai viéc giam lidu & mot sé bénh nhan, co thé
dan dén it bénh nhan mac chiing khd miéng mudn hon, giam nhu cau can thiép bo
sung.

Tong quan hé thong vé cac thir nghiém 1am sang ngau nhién sir dung thao
duoc (2018) 6 va tong quan hé thdng vé thao duoc trung y (2018)17 déu két luan
la bing chitng con han ché.
4.1.2.2. Sau rang

Két qua & nghién ciru ndy cho thay, tinh trén téng sé ca nghién ctu, siu ring
d6 3 gap ¢ 62 ca (22,0%); trén nhitng nguoi sdng sau diéu tri 5-10 nam, ti 1& nay
la 35,3% (59/167 ca); tinh trong nhém nhimg nguoi séng tir 10 ndm trd 1én sau
Xa tri, ti 16 ndy 1a 41,2% (28/68 ca) %. Trong khi do, hoi ciu sau 512 ca Xa tri
IMRT va 764 ca xa tri 2D, thoi gian theo ddi trung binh 115 thang, khong thay
bao c4o vé sau rang!’. O mot nghién ciu trén 276 ca ung thu vom hong giai doan
T1-2N0-3MO0 duogc xa tri bang IMRT véi tong lidu vao u va hach 1a 66Gy, sau
thoi gian theo déi trung binh 103 thang, ciing khong thay b&o cao vé sau rang trén
d6 2141,

Moore va cong su (2020) *8 cong bd tong quan hé théng gom 22 nghién ctu
ung thu dau cb sau xa tri. Ti 1& bénh nhan bi sau ring sau xa tri 12 29% (n = 15
nghién ctru; 95% CI 21%, 39%); 12 = 88,0%). Loai trir cac nghién ciru cé thoi gian
theo ddi dai hon hai nam, ti 1& gop 14 37% (n = 9 nghién ciu; 95% CI 25%, 51%:
12 = 88,6%). Phan tich hdi quy cho thdy céc nghién ctru phoi nhiém liéu xa tri

trung binh/trung vi cao hon, c6 ti 1€ sau rang tang (p = 0,02). Hon nita, cac nghién
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ctru Vi ti 16 bénh nhan dugc diéu tri bang hda tri cao hon ngoai xa tri, ¢6 ti 1& sau
rang tang 1én (p = 0,02) sau khi loai trir ngoai lai. CAc tac gia ciing thay, phan tich
téng hop ndy gébm cac nghién ciu c6 mac do6 khong ddng nhat cao (gém ca cac
nghién ciru quan sat va mét sé luong 16n cac nghién ciu khong ngau nhién). Dit
liu lién quan dén sé luong rang sau, sb luwong bé mat rang sau va sb luong ton
thuong sau rang phat trién sau xa tri 1a khdng phi hop dé phan tich tong hop. Cac
tac gia ciing khuyén cdo la can c6 cac nghién ciru duogc thiét ké tét dé cai thien su
hiéu biét vé nguy co sdu ring & bénh nhan ung thu dau 6 sau xa tri. Sau cdng bd
nay vai thang, Brignardello-Petersen va cong su (2020) *° ban luan véi nghién
ctru trén 1a chwa kiém tra tinh ddng nhat cua cac nghién cau trong phan tich tong
hop trén nén khong 16 tac dong cua ting nghién ciru dén két qua phan tich tong
hop. Khi tinh khong ddng nhat trong cac nghién cau (trong phan tich téng hop) 1a
16, ti 18 sau ring thay doi tir 0-80% trong cac nghién ciru d6, cudi cung lai dan
dén chat luong bang chang giam di.

Liang va cong su (2016) 15° cong bb nghién ciru danh gia mire do tén thuong
rang mMiéng Xa tri diéu bién liéu va mdi twong quan cua liéu bic xa vaéi nha khoa
& bénh nhan ung thu biéu md vom hong. Vai tong s6 42 ca ung thu vom hong da
hoan thanh IMRT vao nidm 2011. Mdi ring ham nho dugc chia thanh 13 ving.
Ring duoc danh gia, phan loai tai mdi ving. Két qua Ia da danh gia duoc tong
cong 4342 vi tri tir 334 rang ham nho. B4i vai céc vi tri nhan lidu 30-60 Gy, ti ¢
sdu rang cao hon 12-200 1an so vai cac vi tri khéng bi phoi nhiém véi liéu xa. Ton
thuong sau rang co thé xay ra khi liéu 1a >35,8 Gy sau 17 ngay xa tri (P < 0,05).
Cac tac gia két luan rang, ton thuong riang lanh c6 kha nang xay ra ¢ liéu > 35,8
Gy Vva can can than trong suét qua trinh 1ap ké hoach diéu tri dé han ché liéu rang
¢ <50 Gy ¢ bénh nhan ung thu vom hong

Trong nghién ctu “Tdc dong cua Viée cham séc nha khoa déi véi két qua
diéu trj ung thw dau cé: Panh gid c¢é hé thong va phan tich tong hop ” (2021), cac
tac gia phét hién thay ti Ié séng thém sau diéu tri ung thu dau c6 trong quan manh

mé& Vi viéc tuan tha cham soc rang miéng 1. V&i muc tiéu 13 ti 1é séng thém sau
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5 nam va Hazard Ratios so sénh ti 1& séng thém gita c4c phan nhom chim soc
rang miéng. Dit liéu cho thdy bénh nhan dugc cham sdc ring miéng tdt ¢ ti ¢
séng thém tt hon co ¥ nghia thong k& so véi bénh nhan chim soc rang miéng
kém (HR = 0,67, Cl 95%: 0,55-0,83), véi ti 1& séng thém duoc cai thién tuong tu
& nhitng bénh nhan duoc cham soc rang miéng vira phai so vai kém (HR = 0,67,
Cl 95%: 0,57-0,80). Ngoai ra, bénh nhan dugc cham séc nha khoa tot da giam
dang ké ti Ié tir vong so vai nhitng bénh nhan dugc chdm soc ring miéng vira phai
(HR = 0,81, 95% ClI: 0,69-0,96), biéu thi & do dbc khi dap ung vai viéc chim soc
raing miéng. Ciing chinh vi vay; Hoi dau co Hoa Ky di dua ra khuyén co Vi
ngudi bénh diéu tri ung thu dau cd 1a can duoc theo ddi vai chuyén gia nha khoa
va hd tro dé tranh thudc 14, ruou nham giam nguy co mac bénh rang miéng'™®
4.1.2.3. Nuot khé

Két qua & nghién ctru ndy cho thay, tinh trén tong sé ca nghién ctu, nuét kho
d6 3 gap o 3,5% (10/282 ca); trén nhitng ngudi séng sau dieu tri 5-10 nam, ti ¢
nay 1a 1,8% (3/167 ca); tinh trong nhém nhitng nguoi séng tir 10 ndm tré 1én sau
Xa tri, ti 18 nay 1a 2,9% (2/68 ca). Trong khi d6, hoi ctru sau 512 ca xa tri IMRT
va 764 ca xa tri 2D, thoi gian theo dbi trung binh 115 thang, khong thay bao céo
vé ching nudt kh6'. O mét nghién ctru trén 276 ca ung thu vom hong giai doan
T1-2N0-3MO duoc xa tri bang IMRT véi tong liéu vao u va hach 1a 66Gy, sau
thoi gian theo ddi trung binh 103 thang, ciing khong thay bao cdo vé chang nuét
kho trén do 24,

Theo téng quan tai liéu vé chung nuét khé sau hoa xa tri ung thu vom hong,
Fong va cong su (2020), co so sinh Iy caa nhiing hién tuong nay ciing van chua
rd rang %2, Tinh toan ven cta hoat dong nuét phu thudc vao chac ning binh
thuong cua trung tdm nudt trong than ndo, cac day than kinh so quan trong lién
quan dén hoat dong nuét, cling nhu chitrc ning binh thuong va tinh toan ven cua
cac co va cAu trdc trong ving miéng, hau hong va thuc quan cia dau va co. biéu
tri ung thu vom hong ¢ kha ning anh huéng dén nhiéu thanh phan quan trong

nay - do d6 anh hudng dén hiéu qua va do an toan caa phuong phap xtr Iy sau nuét
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thong thuong. Vi dy, cac day than kinh so thoat ra khoi nén so bén trong cau tric
nudt co nguy co bi tén thuong bai hoa xa tri vi dudng di ciia chung thudng nam
trong dién tia. Chinh xac vé co ché khé nuét do ton thuong than kinh chwa dugc
hiéu day du, du ching nay thuong gap & quan thé ngudi bénh ung thu vom hong,
véi cac day than kinh so phia duéi thuong bi anh huéng nhiéu hon, tao ra kha
nang bi tén thuong chic nang nudt. Van dé xo hoéa co nhu mot nguy@n nhan gop
phan gay ra ching kho nuét ciing da duoc nghién cu. Mac di ching kho nuét
sau ung thu vom hong 14 mot hau qua dugc céng nhan caa diéu tri va cé bang
chtiing mai noi cho thay ca chire ning than kinh so va xo héa co thé 1a nhiing yéu
t6 gop phan, van con nhiéu viéc can thiét phai nghién ctu thém dé hiéu day da vé
murc d6 pho bién va ban chat cua chung kho nudt sau quan ly ung thu vom hong.
Ttr thyc trang d6, cac tac gia cling da dwa vao 28 cong b (trong s 2495 bai béo
duoc tim thay ban du) cho két qua 13, cac bao cao vé tham nhap va hit phai rat
khac nhau (0% —91,6%), vai ti Ié cao vé viéc hit phai “cam” (khong biéu hién
triéu chang) duoc xac dinh trong 2 nghién ctu (42%, 66%) (thdm nhdap,
penetration, khi thize dn hodc chat long di vao thanh quan trong qua trinh nuét ¢
giai doan hau nhung chwa di qua mirc day thanh qudn. Thize dn hodc chat long
thwong bi tong ra khdi thanh qudn bdi mét phdan xa ho manh. Hit phdi, aspiration,
khi thizc dn hodc thirc uéng di vdao thanh quan trong khi nuét & giai doan hau,
virot qua mere day thanh, 1am theze dn hodc chat léng di vao trong phéi). Suy giam
(chirc ning nudt) & pha & miéng, hong miéng va thuc quan trén da duoc bao céo.
Trong s6 nay, tinh trang @ tré thuc quan trén va thiéu hut nhiéu pha ¢ giai doan
thire dn qua hong 1a phd bién nhat. Su co that hau hong duoc phat hién c6 méi
quan hé gitra liéu luong va tac dung dang ké va viéc che chan ving trudc co co
hiéu qua dé duy tri chtrc nang nudt. Sau nghién ctu diéu tri d dugc xac dinh Véi
bang chang han ché ung ho viéc sir dung kich thich dién than kinh co, gidn co va
cac bai tap nudt. Chat lwong cudc song bi anh huang nang né. Bai bao két luan
rang, ching khé nuét 1a mot van dé phé bién sém va mudn sau khi diéu tri ung

thu vom hong, véi suy giam trong tat ca cac giai doan cia nudt. Cac nghién ctu
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vé ngan ngira chung khé nuédt va hiéu qua diéu tri van con han ché. Van can cac
nghién ciru ¢ hé théng hon vé ban chat cua chang kho nuét va hiéu qua diéu tri
trong quan thé ngudi bénh ung thu vom hong.

Trong tong quan hé thong vé ching kho nuét sau xa tri, diéu tri hé théng ung
thu dau ¢6 cua nhom chuyén gia da nganh (2015)!%, bao gém tam chuyén gia (3
béc si xa tri ung thu, mét chuyén gia nuét (swallowing-expert physicians), mot
chuyén gia ngir am tri liéu (speech language pathologists), hai chuyén gia noi khoa
ung thu va mot bac si tai miii hong). Céc tac gia da két luan riang danh gia va quan
ly kh6 nudt 1a kho va doi hoi su hop tac ciia nhém chuyén gia da chuyén khoa (tai
miii hong, Xa tri va noi khoa ung thu...)

Pong thuan cia hoi dau co Hoa Ky nam 202054 khuyén céo chung cho
nhitng nguoi di diéu tri ung thu dau 6 da hoa xa tri:

a, Puoc giéi thiéu dén chuyén gia ngit &m tri liéu dé danh gia va quan ly cac
triéu chiing vé giong noi, giong ndi va nuét.

b. Pugc gidi thidu dén chuyén gia ngir am tri liéu, néu cé thé, truge khi bt
dau diéu tri dé toi wu hoa giao tiép sau diéu tri va két qua nudt
4.1.2.4. U tai

Két qua & nghién ciru nay cho thay, tinh trén tong sé ca nghién cuu, u tai do
3 gap ¢ 13,1% (37/282 ca); trén nhimg ngudi song sau diéu tri 5-10 nam, ti 1& nay
la 16,2% (27/167 ca); tinh trong nhém nhitg nguoi song tir 10 nam tré 1&n sau
Xa tri, ti 1& ndy 1a 10,3% (7/68 ca). Trong khi d6, hoi ciru sau 512 ca xa tri IMRT
va 764 ca xa tri 2D, thoi gian theo d6i trung binh 115 thang, khdng thiy bao cao
vé chiing U tai*%. G mot nghién ciru trén 276 ca ung thu vom hong giai doan T1-
2N0-3MO duoc xa tri bang IMRT véi tong liéu vao u va hach 1a 66Gy, sau thoi
gian theo ddi trung binh 103 thang, ciing khong thay béo cdo vé chung U tai4,

Theo “téng quan hé thong va phan tich tong hop vé chire ning tam Iy ciia U
tai man tinh” (2018), nguoi ting bi u tai, ciing goi la nhan thic thinh gidc ao,
thudng duoc mé ta 1a nghe thidy am thanh 0 tai, U hoic rit 1én ¢ tai hodc dau'®.

Pay 1a mot tinh trang duoc béo cdo chu quan va khdng cé xét nghiém chan doan,
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cling nhu phac db diéu tri chuan di tao ra ganh nang kinh té dang ké. O dang méan
tinh, thuong duoc dinh nghia la kéo dai > 3 thang, u tai 1a mét trai nghiém cam
giac va tam ly phuc tap véi mic 6 giao dong cao tlly tirng cé thé. Ti I& hién mac
U tai man tinh thay di tuy theo dinh nghia dugc sir dung trong cac nghién cau
dua trén dan sd, tuy nhién cac udc tinh thuong goi y 10-15% dan sé ndi chung
trai qua U tai man tinh.

Ciing theo bai bao trén, cac co ché cua U tai man tinh thuong dwoc hinh thanh
lién quan dén ba nganh riéng biét: thinh hoc, sinh hoc than kinh va tam Iy hoc.
Réi loan chuc niang cua tai, kha nang thinh giac va chtic niang con duong dan
truyén than kinh thinh giéc van 1a chu dé chinh trong ca thuc hanh 1am sang va
nghién ctru, dac biét 1a lién quan dén co ché khoi phat hoac tao cam giac U tai.
Béo c4o 1a két qua phan tich tir 64 nghién ciru nham xem xét cac yéu t6 tam Ii lién
quan dén 0 tai man tinh va mac d6 nghiém trong caa né. Phan lén cac nghién cau
dd danh gia su hién dién va tac dong cua ching U tai man tinh lién quan dén suc
khoe cam xuc (n = 59), véi mbi quan tim dén chic nang nhan thic (n = 16). Mot
tap hop con caa 36 nghién ctru da dugc dua vao cac phan tich tong hop diéu tra
mdi quan hé giira sac khoe cam xdc va su hién dién va tac dong cua chang U tai
man tinh bang cch str dung cac md hinh hiéu tng ngau nhién. C4c tac gia di bao
c&o phét hién sau tong quan hé thong va phan tich téng hop cho thay sy hién dién
cua U tai man tinh c6 thé lién quan dén giam chic nang nhan thie, dic biét giam
chd y va giam st khoe cam xdc. Céc tac gia tim thay bang chang nhat quan cho
thay mirc d6 nghiém trong ciia ching  tai mén tinh c6 lién quan dén mot loat cac
dic diém tam ly, chii yéu la céc tridu chiing tram cam va lo lang.

Ti 16 U tai sau hoa tri véi phac @6 co Platin va/hoic xa tri 1a 10-67%%¢. Mot
s6 bénh nhan bj U tai bao céo khdng cé triéu chiing thinh giac khac va khi 1am test
vé thinh giac cho két qua binh thuong. D liéu vé anh hudng cua xa tri ddi véi U
tai con han ché.

V& hudng quan 1y, bén canh tu van tir chuyén gia, phwong phap diéu tri duoc

khuyén nghi bao gom cac can thiép trj liéu tam 1y, dac biét 1a liéu phap hanh vi
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nhan thic (v6i hé sé anh huong (effect sizes) tir 0,54 dén 0,91 dé giam dau khd
lién quan dén U tai) va cac bién phap cai thién thinh giac'®’. Khong c6 du bang
ching vé tac dung cua diéu tri bang thuéc, liéu phap &m thanh va am nhac, va
diéu hoa than kinh (kich thich tir tinh hodc kich thich dién).
4.1.2.5. Giam thinh luc

Két qua & nghién ctu nay cho thay, tinh trén tong s ca nghién cau, khiém
thinh d6 3-4 gap & 23% (65/282 ca); trén nhitng nguoi séng sau diéu tri 5-10 nam,
ti 1& nay 1a 29,4% (49/167 ca); tinh trong nhdm nhitng nguoi song tir 10 nam tro
lén sau xa tri, ti 1& nay 1a 33,8% (23/68 ca). Trong khi d6, hoi cau sau 512 ca Xa
tri IMRT va 764 ca xa tri 2D, thoi gian theo ddi trung binh 115 thang, ti 1€ giam
thinh luc/viém tai do 3-4 1an luot 1a 52 ca (10%) va 128 ca (17%) v6i p=0,00114C,
O mot nghién ctru trén 276 ca ung thu vom hong giai doan T1-2N0-3M0 duoc Xa
tri bang IMRT véi tong liéu vao u va hach 12 66Gy, sau thoi gian theo di trung
binh 103 thang, khiém thinh man tinh d6 3-4 gap ¢ 16 ca (5,7%)"!.

Trong mot tong quan hé théng Mat thinh gidc than kinh gidc quan
(Sensorineural hearing loss: SNHL) do xa tri ung thu dau co tir 14 nghién cuu,
Mujica—Mota va cong su (cong bo nam 2013) 158 thay ti Ié mat thinh luc giac quan
duoc bao cdo thay doi tir 0% dén 85% dbi vai tan s6 1o noi va tir 27% dén 95%
d6i vai tan s6 cao. Khi viéc theo ddi tang 1én thi ciing thay tang ti I¢ mac SNHL
Liéu tdi thiéu vao dc tai dugc bao cdo 1a mot yéu té nguy co cho SNHL 13 45 Gy.
Cac tac gia két luan riang, mac du cac cdng bd chat lugng cao trong chu dé nay
con thiéu nhung mat thinh giac gidc quan do btc xa gay ra tién trién theo thoi
gian, khong hdi phuc va phu thudc vao liéu xa vao bc tai. Tong liéu va thoi gian
theo ddi la nhitng yéu t6 quan trong anh hudng dén ti Ié mac mai.

Jin Wang va cong su (2015) 1% ¢ong b nghién ciru danh gia ti 18 mat thinh
giac than kinh giac quan (SNHL) sau khi diéu tri két hop Xa tri diéu bién cuong
d6 (IMRT) va hoa tri (c6 Cisplatin) & bénh nhan ung thu vom hong va méi quan
hé cia SNHL véi cac yéu td lién quan dén bénh nhan, phac d6 diéu tri va liéu xa.

Téng sb51 ca ung thu vom hong da duoc xa tri béng ki thuat IMRT, str dung phéac
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dd c6 Cisplatin bd trg, déng thoi hoic bé tro. Do thinh lyc don am: (Pure Tone
Audiometry- PTA, phép do thinh lyc dé xac dinh mac am thanh nho nhat ma mot
ngudi ¢ thé nghe dugc) dugc thuc hién trong thoi gian theo ddi véi thoi gian
trung binh 1a 60 thang. Két qua 1a trong s6 102 tai, 12,7% c6 SNHL tan s thap
va 42,2% c6 SNHL tan sé cao (4kHz). Ti 1é mac SNHL tan sb thap cao hon &
bénh nhan> 40 tudi, giai doan T4, hoic nhimg nguoi nhan dugc lidu Cisplatin tich
liiy (CCD)> 200mg/m? (P = 0,034; 0,011 va 0,003 twong trng) va tai bi viém tai
giira tiét dich (SOM) (P = 0,002). Phan tich don bién cho thay liéu bt xa tdi thiéu
dén 0,1ml thé tich liéu cao nhat (DO,1ml) cua 6c tai la thong sé du béo lién quan
dén buc xa tét nhat. Phan tich da bién chi ra ring CCD, SOM va D0,1ml éc tai (P
=0,035, ,012, va 0,022, trong ung) la cac yéu to lién quan dén mat thinh giac than
kinh gi4c quan. Céc tac gia két luan rang, d6i véi bénh nhan ung thu vom hong
duoc diéu tri bang IMRT va hoa tri, ti 1& mat thinh giac than kinh giac quan lién
quan dén diéu trj c6 lién quan dén CCD, DO,1ml 6c tai va SOM.

Pong thuan cua hoi dau c6 Hoa Ky nam 2020 khuyén céo chung cho
nhitng nguoi da diéu tri ung thu dau co da hoa xa tri: Puwoc ddanh gid hang nam vé
tinh trang mat thinh luc bang phirong phdp do thinh lyc thuan am trong khodng
thoi gian it nhdt 2 nam.
4.1.2.6. Hoqi tir xwong ham

Nghién ctiru ndy cho thay c6 1,1% (3/282 ca) bi hoai tir xwong ham va 1a
nguyén nhan gy tu vong.

Niu va cong su (2022)*! da cong bd két qua nghién ciru trén 276 ca ung thu
vom miii hong T1-2N0-3MO (hdi ctru danh gia theo AJCC 8th); xa tri IMRT voi
lidu vao u va hach 12 66Gy; 76,4% sb ca c6 két hop hoa tri. Véi thoi gian theo doi
trung binh 103 thang, c6 0,7% (2 ca) hoai tir xwong ham: 8 nam sau két thic xa
tri va 4 nam sau két thic xa lai (déu c¢é x4c nhan biang md bénh hoc).

Vé chan doén, theo tom tat cong bd (2021): “Pdnh gid tiéu chuan chan dodn
hoai tir xirong ham & bénh nhdn ung thu cé tién sir Xa tri va tiép xdc vdi cac chat

bién déi xuwong”, nhém nghién ctru da phan tich 141 ton thuong hoai tr & nhiing
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ca tiép xUc véi cac tac nhan bién d6i xuong (bone-modifying agents, BMA)
va/hoic duoc Xa tri ving dau va cd, trong d6 tinh toan lidu xa t6i da tai vi tri hoai
tr'%, Bang cach st dung “Tiéu chuin chan doan da stra d6i” dé danh gia lai tat ca
cac trudng hop va so sanh cac két qua dugc thuc hién bang cach sir dung kiém
dinh chi binh phuong Pearson va kiém tra chinh xac caa Fisher (Pearson’s Chi-
Square / Fisher). Céc tac gia dé xuat 1a nhitng hoai tir xwong ham & nhiing ca da
chiu liéu birc xa trung binh ti da > 40 Gy thi nén dwoc chan doan 1a hoai tir xuong
ham do xa tri. Trong truong hop hoai tir sau phoi nhiém> 40 Gy va st dung tac
nhan bién d6i xuong, nén sir dung dinh danh 1a “hoai tir xwong ham lién quan dén
thudc va buc xa”.

Lién quan dén nho ring, trong “Tong quan hé thong danh gid vé hogi tir
xwong ham do nhé rdng trong va sau xa tri” (2021), tir 2281 nghién cau chon
duoc 9 nghién ciru du tiéu chuan®®, Két qua cho thay ti 1¢ hoai tir xwong do xa tri
la 5,8% (41/462 ca, 95% CI = 2,3-9,4). Khdng c6 yéu té nguy co 1am sang nio
khac dugc phat hién. Céc tac gia két luan rang, nho ring sau xa tri 1a mot yéu tb
nguy co chinh phat trién hoai tir xwong do xa tri, véi xu huéng giam dan theo thoi
gian. Tuy nhién, ho ciing viét rang, nghién cau thém vé céac yéu té nguy co “co
thé c6” khac c6 thé cai thién bang chimng nay.

Trong bai cap nhat vé hoai tir xwong ham (2021), céc tac gia viét rang, diéu
tri hoai tr xwong ham dua trén giai doan bénh, kich thudc tén thuong, bénh va
diéu tri khac dong thoi'®2. Cac chién lugc diéu tri bao gom tir bao ton (khang sinh
toan than/tai chd, loai bé phan hoai tir khéng con md mém bao phi) dén phau
thuat cat xuong. Ngoai ra, con mot s6 diéu tri b sung cho hoai tir xwong ham
dudi: laser, cac yéu tb tang truong, oxy cao ap va ozone... C4c tac gia ciing két
luan: “mdét trong nhitng phwrong phdp diéu tri can xem xét hogi tir xwong ham la
gi4o duc va huéng dan vé vé sinh rang miéng ma bénh nhan nén thyc hién, ciing

nhie sir dung sir dung nweéc suc miéng khang khudn
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4.1.2.7. Viém tiy co

Nghién cu ndy cho thay c6 1,1% (3/282 ca) bi viém tay cb va 1a nguyén
nhan gay tir vong. Tai thoi diém theo dai cudi, ¢d 1 ca viém tay co con séng nhung
ngudi bénh can ngudi phuc vu hoan toan trong sinh hoat hang ngay.

Bién chiing tuy séng sau Xa tri da dugc mé ta tir nam 1941 63 va 1a mot trong
nhitng bién chimg dang so nhat cua xa tri 1. Bénh Iy tay do btc xa 1a mot tinh
trang hiém gap dac biét 1a khi sir dung cac ki thuat xa trj tién tién. Tuy nhién,
nhitng cac bao céo vé bién cd bat loi ndy gan day da xuét hién tro lai trong boi
canh xa tri toan than cot song hoac diéu tri két hop véi thude chdng ung thu (hoa
tri, thuéc nham trang dich hoac liéu phap mién dich)26°,

Cisplatin gan nhu luén nam trong phac d6 hoa xa tri & ngudi bénh ung thu
dau co, ciing 12 mot chat doc dén than kinh. Tuy nhién, viéc sir dung dong thoi
cisplatin/5-FU vai lidu lwgng vira phai khi két hop vai xa tri khdng dan dén bénh
ly & tity song hoic céac bién chung than kinh trung wong khac 6.

Trong dong thuan quéc té (2019) vé lidu téi cac co quan nguy cap dbi véi
ung thu vom hong 4, cac tac gia két luan rang, cac chuyén gia quoc té (¥ ndi nhom
tac gia) da dua ra mot huong dan 1am tai lieu tham khao thuc té. Quyét dinh cudi
cung vé chi dinh liéu lugng van dua trén ca thé, su chap nhan téi vu cua bénh
nhan. Theo d6, tiy séng thudc nhém co quan nguy cip €6 Mirc wu tién cao nhét,
4.1.3. Ung thu thir hai

Két qua & nghién ctru nay cho thay: 2,1% (6/282 ca) bi ung thu thir hai. Trong
do; c6 hai ca ung thu gidp va mot ca ung thu khoang miéng, mot ca ung thu hong
miéng.

Chow va cong su (2020) cong bd 7 nghién ctu tir dir liéu tai 6 trung tam ¢
Hong Kong trén cac bénh nhan ung thu vom hong (n = 3166) duoc diéu tri triét
can bang IMRT tir ndm 2001 dén 2010. Vi khoang thai gian theo ddi trung binh
14 10,8 ndm, thiy c6 290 ca ung thu thir hai, véi ti 16 méc tho 13 9,2%. Neuy co
ung thu & nhitng nguoi séng s6t sau ung thu vom hong cao hon 90% so véi dan
s ndi chung [SIR, 1,9; khoang tin cay 95% (CI), 1,7-2,2], véi AER (absolute
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excess risks) la 52,1 (95% Cl, 36,8-67,3) trén 10.000 nguoi c6 nguy co. Nguy co
ung thu ting cao c6 ¥ nghia da dugc quan sat thay ddi véi khoang miéng, Sarcoma,
hau hong, xoang canh miii, tuyén nuéc bot, tuyén giap, da va phdi. Tudi cao, hit
thudc, tinh trang viém gan B va xa tri lai 1a nhiing yéu té du doan doc 1ap. Ung
thu thir hai chiém 9,4% tong s6 ca tir vong trong sé nhitng ngudi song sét caa ung
thu vom hong trong thoi gian nghién cau va ti 1é tir vong cu thé cta ung thu thi
hai trong 10 nam la 3,4%.

Zhang va cong su (2019) %8 cong bd két qua nghién ctu hoi ciu 6.377 ca
ung thu vom hong khong di cin xa, chan doan méi dugc xa tri diéu bién liéu
IMRT véi co/khong hoa tri tir thang 1 nam 2003 dén thang 6 nam 2013. Véi thoi
gian theo doi trung binh 62 thang, 189 ca (3,0%) bi ung thu tht hai. Nguy co tich
liy 1, 2, 3, 4 va 5 nam cua ung thu tha hai lan luot 12 0,4%, 0,9%, 1,6%, 2,2 va
2,6%. Thai gian trung binh tir khi bat dau xa tri diéu bién lidu dén khi dugc chan
doan ung thu tht hai 1a 37 thang (khoang tir 6 dén 102 thang). O bénh nhan mac
ung thu thir hai, 14,3% bi ung thu tha hai trong vong 1 nam sau IMRT: 1-3 nam,
38,1%; 3-5 nam, 33,9%; va >5 nam, 13,7%. Ung thu phoi 1a ung thu thir hai pho
bién nhat (50/6.377, 0,78%). Phan tich da bién chung minh gigi tinh (nam gidi,
tang 64%)), tudi tac (>50 tudi, ting 68%) va tién st hut thude (tang 41%) 14 nhiing
yéu t6 nguy co c6 y nghia thong ké & nhdm ung thu thir hai va ung thu thi hai ¢6
lién quan dén ti 1é séng thém toan bo kém hon.

Chan va cong su (2016), 1 cong bd két qua nghién ciru tir dir liéu caa SEER
véi céc hd so duoc chan doan ung thu vom hong tai Hoa Ky giai doan1973 dén
2005 cho thy ting nguy co mac ung thu thi hai 12 47%. Vi thoi gian theo doi
trung binh va trung vi lan luot 12 91,3 va 59,0 thang (tr 22,0 dén 133,2 thang), cac
Vi tri ¢6 nguy co ting bao gdm khoang miéng va hau hong (ti 1é mac bénh da tiéu
chuan hda, standardized incidence ratio [SIR] = 7,11; khoang tin cay 95% [CI] =
5,21-9,49), thuc quan (SIR = 3,50; 95% CI = 1,68-6,44), miii, hdc miii va tai giira
(SIR = 15,54; 95% ClI = 5,70-33,83), va phi va phé quan (SIR = 2,39; 95% Cl =
1,91-2,96). Ung thu thtr hai tai tat ca cac vi tri va tat ca cac khdi u dic ung thu co
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nguy co ting dang ké ¢ cac mdc: 6 dén 11 thang, 12 dén 59 thang, 60 dén 119
thang va tir 120 thang tro 18n. Trong khoang miéng, c6 nguy co tang tir 12 dén 59
thang (SIR =4,26; 95% Cl= 1,38-9,95), 60 dén 119 thang (SIR =6,81; 95% Cl=
2,50-14,82), va 120 thang (SIR= 10,07; 95% Cl= 5,03-18,01). O hong ciing c6
nguy co gia tang tir 60 dén 119 thang (SIR= 11,04; 95% CI =3,59— 25,77) va 120
thang (SIR =18,93; 95% CI =9,08- 34,82). Cac bénh &c tinh nguyén phat tha hai
& thuc quan c6 nguy co ting dang ké tir 6 dén 11 thang (SIR= 11,95; 95% ClI
=1,45-43,17). Miii, héc mili va tai giita c6 nguy co ting dang ké tir 6 dén 11 thang
(SIR= 43,03; 95% CI =1,09-239,74), 60 dén 119 thang (SIR 5 19.64; 95% CI 5
2.38-70.96), va > 120 thang (SIR =15,00; 95% Cl=1,82-54,18). Phbi va phé quan
c6 nguy co ting dang ké tir 12 dén 59 thang (SIR =2,49; 95% CI =1,65-3,59), 60
dén 119 thang (SIR=3,08; 95% Cl= 2,05-4,45), va >120 thang (SIR= 1,81; 95%
Cl=1,15-2,72). Béi véi cac bénh ung thu lién quan dén gisi tinh, ung thu va &
phu nit ¢6 nguy co ting dang ké ¢ >120 thang (SIR= 2,15; 95% Cl= 1,18-3,61).
Ca khoang miéng va bénh &c tinh nguyén phat tht hai hau hong déu cho thay xu
huéng tang nguy co mac bénh ac tinh nguyén phéat tha hai cang 16n khi ting thoi
gian tir sau chan doan ung thu vom hong. C4c tac gia cho rang, nguy co ung thu
thir hai & khoang miéng va hong ting 1én tir 5 nam tré 1én duoc chan doan ung
thu vom cé thé do hiéu ung sau diéu tri lan dau. Ngoai ra, nguy co ung thu thir
hai tang 1én tir 60 dén 119 thang sau khi chan doan dén >120 thang sau ung thu
vom hong. C4c yéu té nguy co méi trudng khac, nhu thude 14, cd mudi va cac yéu
t6 di truyén, cd thé tiép tuc gop phan vao nguy co khoang miéng va hau hong nay
ung thu biéu moé nhu mot bénh c tinh nguyén phét thi hai.

Chow va cong su (2019) m cong bb nghién ctiru hoi cau trén 780 ca ung thu
vom hong dugc diéu tri bang IMRT (tir thang 2 nam 2003 dén thang 9 nam 2011).
Vi thoi gian theo déi trung binh 7,5 nam, ¢6 51 ca ung thu thir hai (6,7%), 22 ca
(43,1%) xay ra & vi tri trong thé tich tia. Ung thu ludi (31,8%) va sarcomas viing
dau co (31,8%) 1a cac ung thu thir hai phd bién nhat. Do tudi [ti 1& nguy hiém
(HR), 1.051; khoang tin cay 95% (CI), 1.025-1.078] va tinh trang hat thuéc (HR,
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1.755; 95% Cl, 1.002-3.075) 14 cac yéu t6 nguy co doc lap lién quan dén sy phat
trién cua ung thu thi hai. Ti 1é sdng chung trung binh sau khi chan doan ung thu
tha hai 1a 2,9 nam. Nguy co ung thu tang 84% (SIR, 1,84; C1 95% , 1,37-2,42) so
vé6i dan sé néi chung. Nguy co ting ung thu th hai dang ké da dugc quan sat thay
d6i v6i sarcoma, ludi, hau hong, tuyén tién liét va ung thu gan. Nguy co rili ro
cao hon sau theo ddi 5 nam.

4.2. Chdt lireng cudc séng ¢ nguoi bénh ung thw vom miii hong sau diéu tri
4.2.1. Chdt lrong cuéc song cot 16i, EORTC QLQ-C30

4.2.1.1. Chat lwong cugc séng téng thé

Piém trung binh chat luong cudc sdng tong thé trong nghién ciu nay dat
62,9. Biém nay o dan sé chung 12 66,1 + 21,7 (n= 15.386 tai 13 quoc gia chau Au,
Canada va Hoa Ky)!%". Truéc diéu tri ung thu vom 1a: 51,5 (n=347) hoic 69,84
(n=501)'21 122, Thgm nira, trén mot nhom 73 ngudi ¢o tién st Xa tri ung thu dau
co bang IMRT trén 5 ndm: 74 (n=73)""%. Mt khéc, ¢ 242 ca c6 song thém khong
bénh sau diéu tri ung thu vom tir 5 nam trd 18n (tinh chung ca tia bang IMRT va
khong IMRT) dat 56,77, Mot cong bb khéac trén nhom nguoi ¢b tién sir diéu tri
ung thu vom c6 tiéu chuan tuong ty cho thiy, diém nay dat 52 va 63 tuong (ing
v6i bénh st da ting tia khong IMRT (n=142) va IMRT(n=100) (p < 0,01)"2,

Cac két qua trén déu cho thay chat luong cudc song tong thé ciia ngudi bénh
ung thu vom thap hon so v6i ngudi khoe manh binh thuong va ting hon tai thoi
diém c6 song thém khéng bénh tir 5 nam tré 1én. Nhimg nguoi 6 tién st diéu tri
ung thu vom thi CLCS kém hon nhitng ngudi ¢6 tién str ung thu dau co khac.
4.2.1.2. Chite nang thé chdt (Physical functioning)

Piém trung binh CLCS vé chirc nang thé chat trong nghién ciru nay dat 83,7,
cling tuong ddng véi cac nghién ctu khac. Theo mot sé nghién ciu, diém CLCS
vé chirc ning thé chat trude diéu tri ung thu vom la: 90,2 (n=347) hoic 94,07
(n=501) 12122 Bén canh d6, trén mot nhoém 73 nguoi ¢6 tién sir xa tri ung thu dau
6 bang IMRT trén 5 nam: 88171, Ngoai ra, ¢ 242 ca c6 song thém khong bénh sau

diéu tri ung thu vom tir 5 ndm tré 18n (tinh chung ca tia bang IMRT va khdng
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IMRT) dat 86,6". Mot cong bd khéac trén nhom ngudi 6 tién st diéu tri ung thu
vOm cd tiéu chuan tuong tu cho thay, diém nay dat 84 va 90 tuong Gng véi bénh
str da tung tia khong IMRT (n=142) va IMRT(n=100) (p =0,02)*"2,

Tt nam 2016, Co quan Quan 1y Thyc phim va Dugc pham Hoa Ky (FDA)
118 ¢3 khuyén nghi str dung ba khai niém dugc xac dinh rd gan véi tac dung cua
phuong phéap diéu tri dbi véi bénh nhan: bién cb bat loi, chirc niang thé chat va,
khi thich hop, do luong cac triéu ching chinh caa bénh.

Theo két qua tir nghién ctiu tong quan hé thong (2016) 17 cho thay can thiép
van dong thé chat 1a kha thi, an toan va c6 lgi trong viéc 1am trung gian ung thu
va bién c6 bat loi cua diéu tri. C bang chimg ban dau hd tro loi ich caa cac can
thiép hoat dong thé chat cho bénh nhan ung thu dau va co, ca trong va sau khi
diéu tri. Tuy nhién, do cac nghién ctru khong dong nhat vé thiét ké cling nhu chét
lwgng nén can cac nghién ciru sau thém trong tuong lai dé xac dinh loi ich cua cac
can thiép hoat dong thé chat khac nhau va tac dong ctia chiing ddi vai bénh nhan
bi ung thu dau va ¢ khac nhau.

Véi nguoi séng sau diéu tri ung thu dau co, hiép hoi ung thu Hoa Ky (2016)
174 ciing da khuyén cdo cac bac si cham soc stiic khoe ban dau nén khuyén nhiing
ngudi sdng sau ung thu dau ¢ tham gia vao cac hoat dong thé chat thuong xuyén,
cu thé: a) nén tranh viéc khdng hoat dong va tro lai cac hoat dong hang ngay binh
thudng cang sém cang tot sau khi chan doan; b) nén hudng dén it nhat 150 phut
tap thé duc aerobic vira phai hoic 75 phit mdi tuan vai bai tap nang cao (vigorous
aerobic); (c) nén bao gom bai tap khang luc (strength training exercises) it nhat
2 ngay/tuan.
4.2.1.3. Chitc nang vai tro (Role functioning)

biém trung binh chitc ning vai trd trong nhom nghién ctiu nay dat 78,6.
Diém chuc ning vai trd ¢ dan sb chung 1a 84,3 + 24,6 (n= 15.386)%7. Biém trung
binh chic nang vai tro trude diéu tri ung thu vom c6 thé dat 92,8 (n=347) hoic
93,88 (n=501) 2-:122 (G nhém nguoi O tién sir Xa tri ung thu dau c6 bang IMRT

trén 5 nam, diém nay dat 86 (n=73)'"%. Thém nixa, & 242 ca c6 séng thém khdng



117

bénh sau diéu tri ung thu vom tir 5 ndm trd 18n (tinh chung ca tia bang IMRT va
khong IMRT) dat 89,1'Y7. Mot cong bb khéc trén nhom ngudi ¢d tién sir diéu tri
ung thu vom c6 tiéu chudn twong tu cho thiy, diém nay dat 88 véi xa tri khéng
IMRT (n=142) va 91 IMRT (n=100) (p = 0,28)!"2. C6 thé thay, diém trung binh
vé chtrc nang vai tro (& nhitng nguoi c6 séng thém khéng bénh tir 5 nam trd 18n)
c6 giam it (-14 dén -7 diém) 5. Biém nay ciing khac “& muc d6 vira” ("moderate"-
cach biét khoang 10-20 diém) véi nhitng nguoi sau diéu tri ung thu vom c6 song
thém khong bénh tir 5 nam trg 1én & cac nghién ctiru trént™®

Thuat ngit “vai trd” (Role) bat dau xuat hién trong cac tai liéu khoa hoc hanh
vi ngay tir nam 1920 va sau d6 la su gia tang nhanh chong viéc sir dung no trong
cac linh vuc khac nhau. Trong linh vuc do luong két qua, mot dinh nghia thuc
dung hon d3 dugc chap nhan va chirc ning vai trd duoc st dung dé chi ning luc
ctia mot c& nhan trong viéc thuc hién cac hoat dong dic trung cho do tudi cu thé
va trach nhiém x& hoi cu thé.x”’

Chtic nang vai trd nhu mot cau tric cbt I18i cua chat lwong cudc song lién
quan dén sircc khoe (HRQOL) bao gom cac khia canh cua vai trd nghé nghiép va
x& hoi lién quan dén bénh nhan trong tat ca cac giai doan diéu tri cling nhu cho
nhitng nguoi sdng sau diéu tri. Tuy nhién, trong bdi canh nghién ctu két qua stc
khoe, cac nha nghién ctru da cho rang, can tap trung vao céac khia canh cua chuc
nang vai trd bi anh huong béi tinh trang stc khoe va diéu tri. Chlng bao gém
nang suat 1am viéc, c6 kha nang chiam soc ban than va co vai trd trong cac mang
x& hoi tirc thoi va mé rong. Viéc st dung dinh nghia nay khéac nhau giira cac cong
cu do ludng nhung thong thuong ching tach biét nghé nghiép (vi du: cong viéc)
khoi cac khia canh xa hoi cua hoat dong va danh gia chiing trén céac linh vuc riéng
biét. Cach tiép can nay dugc ap dung boi hai bang cau hoi HRQOL duoc st dung
rong réi nhat trong ung thu hoc, FACT-G (Panh gia chirc ning cua liéu phap diéu
tri ung thu - Tong quat) va EORTC QLQ-C30. Mic di ¢6 su théng nhat vé khai
niém tong thé, cac van dé thuong duoc dé cap trong do luong chirc ning vai trd

kha da dang, tir cu hoi vé hiéu qua cong viéc dén cau hoi vé chap nhan bénh tat.
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Ddng thoi, cac dinh nghia rat hep vé chirc ning vai tro, vi du chi tap trung vao cac
gidi han vé thé chat hoic cac cau hoi rat cy thé nhu giam gio 1am viéc duoc coi 1a
diém yéu cua cé4c thang do chirc ning vai trd hién co’e.

4.2.1.4. Chitc nang cam xuc (Emotional functioning)

Piém trung binh chic ning cam xdc trong nhém nghién ctu nay dat 78,6.
Diém chirc nang cam xuc & dan s chung 1a 74,2 + 24,7 (n= 15.386)%7. Nghién
ctru trén nhom nguoi bénh trude diéu tri ung thu vom 13: 76,3 (n=347) hoic 84,21
(n=501)'21122_ Trén ngudi €O tién st Xa tri ung thu dau c6 bang IMRT trén 5 nim,
nghién ciu cho thay diém nay 1a 83 (n=73)'"%. Trong nghién ctru 242 ca c6 song
thém khéng bénh sau diéu tri ung thu vom tir 5 nam trd [én (tinh chung ca tia bang
IMRT va khéng IMRT), diém nay dat 78,417, Mot cong bd khéc trén nhém nguoi
c6 tién sir diéu tri ung thu vom c6 tiéu chuan tuong tu cho thay, diém nay dat 76
khong IMRT (n=142) va 83 IMRT(n=100) (p < 0,01)!"2

Ciing tuong tu C4c yéu td trén, diém trung binh vé chirc nang cam xuc (&
nhitng ngudi c6 séng thém khong bénh tir 5 nam tré 18n) ¢é giam it (-12 dén -3
diém) 17 so véi quan thé dan sé chung va so véi nhitg nguoi sau diéu tri ung thu
vom c6 séng thém khong bénh tir 5 nam tr 1én & cac nghién cau trén'™,

Chtre nang cam xtc dugc khai niém héa dua trén mé hinh cua Ferrans va
cong su (2005), 1a nhan thic cua ngudi d6 vé cam giac cang thang, lo lang, bon
chon (tense, worried, nervous), cau kinh hoic budn b - cac khia canh cam xuc
cua tram cam, lo lang hodc dau kho 17°. Tuy nhién, theo thdng 18, trong bo cong
cu QLQ-C30 chuc nang cam xudc (EF4) duoc danh gia theo thang do bén muc vé
muc tram cam, lo lang va dau kho chung (depression, anxiety, and general
distress)*,

Mt khéac, trong mot phan tich tong hop nham xac dinh bién phap t6i vu dé
danh gié lo 1ing va tram cam trén ngudi bénh ung thu dau ¢6 (Shunmugasundaram
va cong sy, 2020) 181 cac tac gia da tham dinh téng cong c6 chin thang do murc

d6 1o au va 12 thang do muc d6 tram cam da dugc tham dinh. Trong d6 3 thang
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do lo ling va 7 thang do tram cam d thiét 1ap diém giéi mée phan dinh trong 1am
sang (clinical cut-offs) trén quan thé nguoi bénh ung thu.

V& dau kho tdm ly, NCCN (2002) dinh nghia /a “mét trai nghiém cam xGc
kh6 chju do mét cam giac khé chiu vé tam Iy (nhdn thizc, hanh vi, cam xuc), xa
héi vaZhodc tinh than c6 thé can tré kha néing doi pho véi bénh ung thu, cdc triéu
ching thé chdt va diéu tri cia nd #2. Bén nay, NCCN (version 3.2019, NCCN)
cling danh riéng mot muc dé hudng dan sang loc, quan Iy dau kho tam 1i trén
nguoi bénh ung thu!s3,

Hoi ung thu dau c6 Hoa Ky khuyén céo rang cac bac si 1am sang chim soc
ngudi bénh xur tri vé dau kho/tram cam/lo 1ang'™: a) nén danh gia nhiing nguoi
s6ng sau diéu tri ung thu dau c6 vé dau kho, tram cam, va/hoac lo lang dinh ky (3
thang sau khi diéu tri va it nhat 13 hang nim), 1y tuéng nhat 1a danh gia nguoi
bénh bing bo dung cu sang; b) néu nguoi bénh ¢ dau hiéu dau kho, tram cam
hoac lo lang thi s& dugc tu van ngay tai chd va/hoic duoc 1y tri lieu va/hoic gisi
thiéu dén noi c6 cac ngudn luc tam ly hoc va sirc khoe tdm than phi hop va c) nén
gidi thiéu nhitng nguoi song sau ung thu dau ¢6 cho cac chuyén gia suc khoe tam
than vé khia canh chét luong cudc song cu thé ma ngudi bénh dang quan tam,
chang han nhu nhan vién xa hdi vé c4c van dé nhu tai chinh va thach thic viéc
lam hoc céc chuyén gia cai nghién néu c6 lam dung chat gay nghién.
4.2.1.4. Chirc nang nhan thuc (Cognitive functioning)

Piém trung binh chic ning nhan thicc nghién ciu nay dat 78,1. Trong khi
d6, diém chire nang nhan thirc & dan sé chung 1a 84,8 + 21,3 (n= 15.386)'%". biém
chtrc nang nhén thic trude diéu tri ung thu vom 1a: 84,5 (n=347) hoic 88,39
(n=501)'21122_ Ghi nhan trén nguoi €6 tién sir xa tri ung thu dau cd bang IMRT
trén 5 nam: 83 (n=73)"%. Mat khac, & 242 ca c6 song thém khong bénh sau diéu
tri ung thu vom tir 5 nam trd Ién (tinh chung ca tia bang IMRT va khéng IMRT)
dat 77", Trén nhoém ngudi ¢6 tién sir diéu tri ung thu vom c6 tiéu chuan tuong
tu cho thiy, diém nay dat 73 vai tia khong IMRT (n=142) va 81 IMRT(n=100) (p
< 0,01)1"2.
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Theo céch dién giai vé thay doi chat luong cudc séng theo thoi gian, diém
trung binh vé chirc ning nhan thic giam it so véi dan sé chung (it: -7 dén -1) va
giam it/ hoac vira so véi trude diéu tri- 1ay méc 1a cac nghién ctu khac (it: -7 dén
-1, vira: < —7) 5. Piém nay ciing khac dén mac “mot it” ("a little"-cach biét
khoang 5-10 diém) vé&i nhitng ngudi sau diéu trj ung thu vom c6 séng thém khong
bénh tir 5 ndm tré 18n ¢ cac nghién ciru trén'’®. Chua da bang chieng giai thich co
khac biét & muc vay.

Dinh nghia vé suy giam nhan thirc ciing khong nhat quéan trong cac nghién
ctiu, bat ké thiét ké nghién ciru nao 8. Do d6, ti I1é mac suy giam nhan thuc trong
cac nghién ctu rat khac nhau do dinh nghia va st dung cac nhém so sanh (nhém
lay 1am chuan) khac nhau.

Fernandes va cong su (2019) 8 cong b tong quan tai liéu danh gia cac
chuong trinh phuc hdi nhan thitrc nham cai thién chirc nang nhan thic cho nhiing
ca bi ung thu (khong thudc hé than kinh trung wong). Két qua tong hop tir 19
nghién ciu (1124 ca) cho thay tat ca cac nghién ctu tim thdy nhitng cai tién trén
it nhat mot bién phap nhan thirc (danh gia dua trén hiéu suat, performance-based
hoac bénh nhan tu bao c4o). Vé muc tiéu, cai thién tri nhé thuong duoc bao cao
nhiéu nhat, tiép theo Ia cac chirc nang diéu hanh (executive function) va toc do xir
li théng tin (processing speed). Vé chat lugng phuong phap, cic nghién ciu
thudng cung cap mo ta rd rang vé nhitng ngudi tham gia va can thiép. Tuy nhién,
theo tac gia, nhitng han ché bao gom thiéu thuat ngir chuan hoa cho cac can thiép,
su khac biét trong cac bién phap do ludng va bao céo thong ké khong day di. Cac
tac gia két luan rang céc bang chang c6 sin hd tro thuc hién 1am sang phuc hoi
nhan thire dé cai thién chic rdi loan nang nhan thic lién quan dén ung thu, Voi
cong viéc tiép theo trong viéc phét trién chuong trinh, phd bién va kha thi duoc
khuyén nghi. Céc tac gia cho ring ho da cung cap cac khuyén nghi cu thé dé tao
diéu kién cho nghién cau va hoi nhap trong twong lai trong linh vuc nay: do 1a st
dung cac danh gia tdm ly-than kinh (Neuropsychological tests), do luong bang

cac phuong phap nguoi bénh tu bdo céo (Self-report measures), mo ta toan dién
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vé cac phan tich thdng ké va bao céo dit liéu day du, st dung hoc may vé cac thuat
ngit hoi phuc nhan thirc... Nghién ciru trong tuong lai nén tap trung vao tinh kha
thi caa viéc trién khai trong cac co s 1am sang.

V& vai tro cua thude kich thich tdm than (psychostimulants) d6i véi suy giam
nhan thic & nhitng ngudi bénh séng sau diéu tri ung thu, tong quan hé thong va
phan tich tong hop danh gia mirc d6 bang chung cua ching cua Miladi va cong
sy (2019)!%. Cong bd nay dua trén két qua 6 tha nghiém 1am sang (ba nghién ctu
vé methylphenidate va ba modafinil, véi tong s6 244 va 146 bénh nhan, tuong
ng). Két qua cho thay cac thudc kich thich tam than da khong cai thién chat luong
cudc sdng va khong c6 mdi lién quan véi nhiéu bién cb bat loi. Cac tac gia két
luan rang, cho dén nay, c6 han ché bang chung dé wdc tinh tinh hitu ich (hoic
thiéu) cua cac chét kich thich tm than vé chirc ning nhan thic trong quan thé
nhitng ngudi song sau diéu tri ung thur.

Ca NCCN (phién ban Survivorship, Version 2.2020)%" va huéng dan danh
cho ngudi bénh sdng sau ung thu dau ¢ cua hoi ung thu dau ¢6 Hoa Ky (2016)7
cling nhu hudng dan déu khong c6 hudng dan thuc hanh vé chic nang nhan thuc.
4.2.1.5. Hogt dong x@ hgilchire nang xa hoi (Social functioning)

Piém trung binh chirc nang xa hoi nghién ctru nay dat 65,4. Biém chuc ning
x& hoi & dan sb chung 14 86,2 + 24,1 (n= 15.386)'%". C4c nghién ctu véi thang do
tuong tu cho thay, trudc diéu tri ung thu vom 1a: 77,9 (n=347) hoic 75,82 (n=501)
121,122 (5 nguoi c6 tién sir xa tri ung thu dau ¢6 bang IMRT trén 5 niam, diém trung
binh chirc ning xa hoi dat 85 (n=73)'7%. Mt khéc, & 242 ca c6 séng thém khong
bénh sau diéu tri ung thu vom tir 5 nam tré Ién (tinh chung ca tia bang IMRT va
khong IMRT) dat 78,87, Cong bd trén nhom ngudi co tién sir diéu tri ung thu
vom c0 tiéu chuan tuong tu cho thay, diém nay dat 74 véi xa tri khong IMRT
(n=142) va 86 véi xa tri IMRT(n=100) (p < 0,01)"2.

Theo cé4ch dién giai vé thay doi chat luong cudc séng theo thoi gian, diém
trung binh vé chirc nang x& hoi giam & muc trung binh so véi dan sé chung va

truée didu tri (trung binh: < —11) 5. Piém nay ciing kém dén muac “via”
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"moderate” — thay ddi tir 10 dén 20 diém) véi nhitng ngudi sau diéu tri ung thu
vom c¢d séng thém khdng bénh tir 5 nam trd 18n & céc nghién ciu trént’®. Can thém
cac nghién cau chuy@n biét dé dién giai khac biét nay.

“Téng quan tai liéu: cac yéu to quyét dinh chite ndng xd héi & thanh thiéu
nién va thanh nién mdc bénh ung thw” (2021)18 da xem xét trén tong cong 37
cdng bd (tiéng Anh) danh gia yéu té quyét dinh chirc ning xa hoi ¢ ngudi bénh
ung thu trong nhém 13-40 tudi va thay rang c6 nhiéu dinh nghia va thudc do vé
chue ning x4 hoi khac nhau, ciing nhu cac yéu té lién quan dén chirc nang xa hoi
khac nhau (dua trén cac dinh nghia). C4c yéu té thuong lién quan dén giam chuc
nang x4 hoi bao gém tinh trang diéu tri (tiép nhan hoic diéu tri xong), hoat dong
thé chat kém, tram cam, hinh anh co thé tiéu cuc, bi so sanh xa hoi (engaging in
social comparisons), ky thi x& hoi/van héa xung quanh bénh ung thu va mét méi.
Tang cudng hoat dong x& hoi thuong duoc két hop véi hd trg xa hoi va chat
lugng/su phil hop véi lta tudi cua dich vu chiam soc.
4.2.1.6. Chdt lwong cugc song lién quan téi mét mgi

Piém trung binh chat luong cudc song khi danh gia mét moi trong nghién
ctru cia ching toi nghién ciru nay dat 33,7, trong khi diém mét moi & quan thé
dan sé chung 14 29,5 + 25,5 (n= 15.386)'%7. Theo mét s6 nghién ciru khac, trudge
diéu tri ung thu vom la: 24,2 (n=347) hoic 17,25 (n=501)"2"122; trén ngudi O tien
sir Xa tri ung thu dau ¢ bang IMRT trén 5 nam: 23 (n=73)'"*. Mt khac, ¢ 242 ca
c6 séng thém khong bénh sau diéu tri ung thu vom tir 5 ndm trd 18n (tinh chung
ca tia bang IMRT va khong IMRT) dat 27,37, Mot céng b khac trén nhém nguoi
c6 tién sir diéu tri ung thu vom c6 tiéu chuan tuong tu cho thiy, diém nay dat 31
vai tia khong IMRT (n=142) va 21 v¢i xa tri IMRT(n=100) (p < 0,01)"2,

Theo céach dién giai vé thay doi chat luong cudc séng theo thoi gian, diém
trung binh vé mét moi ting & muc trung binh so véi dan sé chung va trudce diéu
trj (trung binh: < —15 dén —10) 7, thay d6i dén murc “vira” "moderate" — thay doi
tir 10 dén 20 diém) véi nhitng ngudi sau diéu tri ung thu vom co6 sdng thém khéng

bénh tr 5 nam trg 1€n & cac nghién cau trén'™, Co I& la do nghién cau nay chi
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toan ca duoc diéu tri tia khdng IMRT, nhung ddy chi mang tinh nhan xét ban dau,
chua du dit kién dé két luan.

Vé tong thé, dit lieu vé mirc d6 phd bién cia mét moi sau diéu tri ung thu
dau c6 con han ché 8. Mat khac, hudng dan chan doan va quan ly mét moi &
nhitng nguoi séng sau diéu tri mai chi danh cho bénh nhan ung thu néi chung,
khong c6 huéng dan bai chuyén biét danh cho bénh nhan ung thu dau c6 1. Trong
cong bd nam 2019 caa Bossi va cong su 1 trén 129 ca ung thu dau c6 da hoan
thanh diéu tri tir 1 nam trd 18n (séng thém khdng bénh va khong c6 ung thu thir
hai), danh gia bang thang do BFI (Brief Fatigue Inventory) cho thay ty Ié mét moi
mirc d6 nhe & 67%, trung binh & 11% va nghiém trong ¢ 7%.

Mét moi man tinh dugc xac dinh boi mirc ¢ mét moi cao va/hoac suy giam
tri nhd va lién tuc kéo dai tir sau thang trg 18n'°L. Bi véi hau hét nhimg nguoi bi
anh huéng, mét moi man tinh ¢ tac dong tidu cuc dén hoat dong hang ngay va
nang luc 1am viéc, va cd thé dan dén giam dang ké chat luong cudc song™®? (3).

Mét moi lién quan dén ung thu khong 6 ma bénh tat chan doan trong ICD
10 va khong c6 tiéu chi duoc thiét 1ap dé phan loai mét moi lién quan dén ung thu
la mét tinh trang riéng biét 1. Mét moi lién quan dén ung thu c6 thé dugc xéac
dinh nhu mét cam giac chu quan caa su mét moi, yéu dudi hoac thiéu ning luong
(theo hiép hoi cham so6c giam nhe chau Au 2008)'* hoic nhu mot sy mét moi,
cam giac chu quan dai dang vé su mét moi vé thé chat, cam xtc va/hoic nhan thirc
khong tuong xung véi mac do hoat dong*®® 1% (theo hudng dan tir ASCO 2014
va hiép héi tam li ung thu Canada 2015). Mac du mét moi cling 1a mot triéu ching
chinh cuaa hoi chiing mét moi kinh nién (ME - Myalgic encephalomyelitis), duoc
xac dinh bai sy hién dién cua triéu chung, vi du nhu dau co xuong khép, phan
nan vé duong tiéu hda va/hoac noi hache.

Cac bang cau hoi khac nhau di dugc sir dung dé nghién cau ti 16 mét moi
sau ung thu diéu tri'®’, gay kho khan cho viéc so sanh két qua ciia cac nghién cau
khac nhau. Bang cau hoi mét moi (Fatigue Questionnaire-FQ), tu danh gia, do

ludng mac d6 mét moi vé thé chat va tinh than ciing nhu ca vé thoi gian'®L. Do
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d6, bang cau hoi nay dugc khuyén nghi khi danh gia da chiéu, 1ap ban d6 mét moi
man tinh & nhitng ngudi sdng sot sau ung thu®’,

V& quan ly mét moi, tdng quan hé thdng cua Corbett TK va cong su (2019)
198 343 danh gia hiéu qua cua cac can thiép tam 1y dbi voi mét moi trén ngudi song
sau diéu tri ung thu (bénh chinh 6n dinh). Két qua téng hop tir 33 bién phép can
thiép voi tong sé 4525 ca. Hau hét c4c can thiép tap trung vao céc chién luoc dinh
hudng tam ly liéu phap, chanh niém, nhan thac hoac hanh vi.

Nam 2018, Kessels va cong su *cong b tong quan hé thdng va phan tich
tong hop duya trén 11 thir nghiém 1am sang danh gia tic dong cua cac can thiép tap
thé duc ddi véi mét moi lién quan dén ung thu (CRF- cancer-related fatigue) &
nhitng ngudi séng sot sau ung thu, so véi cac doi ching can thiép khdng tap thé
duc. Nhom tac gia két luan riang tap thé duc cai thién mét moi lién quan dén ung
thu véi hé s6 anh hudng 16n (large effect sizes) (Cohen’s d 0,605, Cl 95% 0,235
0,975) ma khong c6 su khac biét dang ké giira cac loai ung thu. Bai tap thé duc
Aerobic (A = 1,009; Cl 0,222-1,797) cho thay hiéu qua I6n hon c6 ¥ nghia thdng
ké so vai két hop cac bai tap Aerobic va tap thé duc dé khang (resistance
exercises) (A = 0,341, CI 0,129-0,552). Cac phan tich Moderator va hoi quy tong
hop (meta-regression) cho thay su tudn thi cao mang lai nhitng cai thién tét nhat.

Nam 2021, Johns va cong su 2 c¢éng bd danh gia hé thong va phan tich tong
hop nay dugc thiét ké dé xac dinh hiéu qua cua cac can thiép dua trén chinh niém
(mindfulness-based-MBI) trong cai thién két qua lién quan dén mét moi & nhing
nguoi truong thanh sdng sau diéu tri ung thu. Dya trén cc thir nghiém 1am sang
ngau nhién c6 d6i chung, két qua phan tich cho thay chinh niém lam giam mét
moi dang ké so vai nhém chiing & sau can thiép (g = 0,60; 95 % CI [0,36; 0,83])
va lan theo ddi dau tién (g = 0,42, 95 % CI [0,20; 0,64]). Tuong tu, chinh niém
cai thién dang ké sinh luc (vitality/vigor) sau can thiép (g = 0,39; 95 % CI [0,25;
0,52]) va lan theo ddi dau tién (g = 0,35; 95 % CI [0,03; 0,67]). (g = 0,39, 95% Cl
[0,25, 0,52]). Céc tac gia rang c6 nhiéu hira hen vé tng dung trong viéc cai thién

mét moi va sinh lyc ¢ nhitng nguoi séng sau ung thu.
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Tai liéu dong thuan cua hoi dau cé Hoa Ky (American Head and Neck
Society) nam 2020, khuyén cdo chung cho nhiing ngudi di diéu tri ung thu dau
b, muc mét moi chi viét khoang 316 tir, két luan 1a “Cdn nhdc viéc danh gid cdc
nguyén nhan chinh gay s mét moi boi nhém cham soc da nganh.”
4.2.1.7. Chat lwong cugc séng lién quan téi van dé tai chinh

Diém trung binh vé van dé tai chinh nghién ctru nay dat 33,9. Diém van dé
tai chinh & dan s6 chung 12 10,6 + 23,6 (n= 15.386)%7. Theo mét s nghién ctu
khac, trude diéu tri ung thu vom 1a: 25,1 (n=347) hoic 31,27 (n=501) 22122, Thém
nita, trén ngudi €O tién sir Xa tri ung thu dau co bang IMRT trén 5 niam: 10
(n=73)'"%, Mat khac, & 242 ca c6 séng thém khong bénh sau diéu tri ung thu vom
tir 5 nam trd 1én (tinh chung ca tia bang IMRT va khong IMRT) dat 23,2'Y7. Mot
cong bd khac trén nhom nguoi ¢6 tién sir diéu tri ung thu vom c6 tiéu chuan tuong
tu cho thdy, diém nay dat 25 véi xa tri khéng IMRT (n=142) va 21 véi xa tri
IMRT(n=100) (p =0,21)""2.

Theo cé4ch dién giai vé thay doi chat luong cudc séng theo thoi gian, diém
trung binh vé van dé tai chinh tang & muc trung binh so véi dan sé chung va trude
diéu tri (trung binh: <-10) 17%; kém dén mirc “vira” ("moderate" — thay d6i tir 10
dén 20 diém) véi nhimg ngudi sau diéu tri ung thu vom c6 sdng thém khong bénh
tir 5 ndm tré 18n & céc nghién cieu trén'™. Biém nay c6 18 lién quan dén chinh sach
bao hiém y té va trg cap cua chinh phu. Cac nghién ctu trén thuc hién ¢ Thuy
Dién va Pai Loan, noi c6 mot s6 chi s6 vé hai yéu td trén tét hon Viét Nam.

Nam 2017, Altice va cong su 2! cong bd tong quan hé théng cho thay 40%
dén 50% bénh nhan ung thu Hoa Ky trai qua cac yéu t giy cang thang vé vat
chat hodc tam 1y lién quan dén loai kho khan tai chinh ¢ bénh nhan ung thu. Két
qua 13, ganh nang tai chinh téng thé do ung thu - bao gom chi phi chim soc truc
tiép, chi phi gian tiép (vi du: mat viéc lam, thu nhap va tiét kiém) va sy dau kho
do nhing cing thang tai chinh nay do cham séc ung thu - hién thuong duoc thira
nhan 12 mbi quan tAm vu tién ma bénh nhan Hoa Ky ciing nhu cac nha cung cap

ung thu chdm séc ho phai ddi mat.
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Nam 2017, Shih va cong su 22 cdng bd mot tong quan danh gia giao tiép vé
chi phi trong ung thu: thai d6 cia bénh nhan, su chap nhan caa nha cung cap.
Nhom tac gia dan lai su kién nam 2009, Hiép hoi Ung thu Lam sang Hoa Ky da
cdng bd tuyén bd huéng dan dau tién vé chi phi cham soc ung thw, khang dinh
rang trao d6i thang than vé chi phi giira bénh nhan-bac si 1a mot thanh phan quan
trong cua cham soc chat lwgng cao. Két qua 1a tir 15 cdng bd & 12 nghién cho thay
rang trao ddi vé chi phi dugc mong mudn boi >50% bénh nhan trong cac nhom
nghién ctru twong tng, chi cé <33% bénh nhan trong cac nghién ctru d6 da thuc
su thao luan vé chi phi véi bac si ctia ho. CAc tai liéu vé sy chap nhan cua bac si
chi ra rang, miac du 75% bac si coi cac cudc thao luan vé chi phi tu tra véi bénh
nhan la trach nhiém caa ho, <30% cam thay thoai mai véi thao luan nhu vay. Khi
duoc hoi vé viéc lidu trao doi vé chi phi ¢d thuc su dién ra trong thuc té caa ho
hay khong, ti I& phan trim duoc béo c4o béi cac bac si dao dong 16n tir <10% dén
>60%. Dit liéu cho thay trao ddi vé chi phi c¢6 lién quan dén sy hai l10ng cia bénh
nhan duogc cai thién, chi phi ty tra thip hon va kha ning khong tuan thu thudc cao
hon; khong c6 nghién ciru ndo thiét 1ap quan hé nguyén nhan — hau qua. Ca bénh
nhan va béac si déu bay to nhu cau manh mé vé thdng tin chinh xéc, dé tiép can va
minh bach vé chi phi cham séc ung thu .

Nam 2019, Smith va cong su 2= cong bé danh gia hé théng va phan tich phan
tich tong hop trén tdng cong 74 nghién ctu quan sat vé ganh nang tai chinh &
598.751 ca dd duoc chan doan bi ung thu. Két qua phan tich cho thay, trong d6
49% s6 ca c6 ganh nang tai chinh vé vat chat hozc tam 1y (95% ClI, 41%-56%).
Cac yéu té du bao kinh té xa hoi vé ganh nang tai chinh téi té hon khi diéu tri Ia
thiéu bao hiém y té, thu nhap thap hon, that nghiép va tudi tré hon khi duoc chan
doan ung thu. So vé&i nhiing bénh nhan cé bao hiém y té, nhig nguoi khéng cé
bao hiém cho thiy ti 1é ganh nang tai chinh cao gip d6i (pooled odds ratio [OR],
2,09; 95% Cl, 1,33-3,30). Géanh ning tai chinh niang né nhat trong giai doan dau
diéu tri ung thu, khong khac biét tly theo vi tri bénh va c6 lién quan dén chat

luong cudc séng lién quan dén sirc khoe (HRQoL) kém hon va ti 1& méac bénh ung
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thu nhung khong tuan thu cao gan gip doi (pooled OR; 1,70; 95% CI; 1,13-2,56).
Trong phan tich tong hop nay, chi c6 mét nghién cau duy nhat ching minh méi
lién quan véi viéce tang ti 1€ tir vong.

Thuat ngir doc tinh tai chinh (financial toxicity -FT) duoc sir dung dé mo ta
su khiing hoang tai chinh hozc kho khan lién quan dén ung thu va diéu tri 24. Nam
2019, Chan va cong su di cong bé mot tong quan hé théng tir 9 nghién ciu véi
tong cong 11.544 ca sdng sau diéu tri ung thu. Trong s6 chin nghién cau nay, tam
nghién ctu c6 chét luong cao. Cac tac gia két luan rang, c6 mdi lién hé tuong ddi
rd rang ton tai gitra doc tinh vé tai chinh va cac triéu chimg tam 1y. Cac bac si 1am
sang nén thuong xuyén sang loc, danh gia va quan 1y sy dau khé vé cam xuc c6
thé dugc quy cho doc tinh vé tai chinh. Mic du con duong nhan qua khong dugc
biét dén, cac nghién ctu can thiép trong tuong lai nham giam thiéu hodc ngin
ngtra doc tinh vé tai chinh nén danh gia cac triéu ching tam ly 1a két qua thi cap.
Nguoi ta biét rat it vé méi quan hé giira doc tinh vé tai chinh va céc triéu ching
thé chat. Nghién ciru trong tuong lai nén khic phuc nhitng han ché vé phuong
phap luan bang cach két hop thu thap di liéu theo chiéu doc, sir dung cac phuong
phap tiép can hdn hop va tinh dong nhat ctia cac mau.

Nam 2019, Massa va cong su 2% cdng bdé mot nghién ctu tir trén téng cong
c6 16 771 ca sdng sau diéu trj ung thu tai Hoa Ky. Két qua Ia tudi trung binh cua
nhém nghién ctu 12 62,3 18,9 tudi; 9006 [53,7%] ca nit) bi ung thu dwgc nghién
ctru. So véi nhirng bénh nhan méc cac bénh ung thu khac, bénh nhan ung thu dau
co thuong 1a nguoi thudc ching toc/dan toc thiéu s6, nam gidi, nghéo, duoc bao
hiém cong (publicly insured) va it hoc hon, véi tinh trang stuc khoe tam than va
tong quét thap hon. Chi phi y té trung binh hang nim (8384$ so véi 5978$; chénh
léch, 2406$; 95% Cl, 795%$- 4017$) va chi phi xuat tai tuong ddi (relative out-of-
pocket expenses) (3,93% so vaéi 3,07%; khac biét, 0,86%; 95% CI, 0,06%-1,66%)
cao hon ¢ bénh nhan ung thu dau ¢6 so véi bénh nhan bi cac bénh ung thu khac.
Trong s6 nhitng bénh nhan bi ung thu dau cd, chi phi trung binh & nguoi chau A
thap hon so véi nguoi da trang (5359$ so vai 10 078%; chénh léch, 4719$; 95%
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Cl, 1481%- 7956%]), ngudi phuong Tay (Westerners) (8094%) va ngudi Trung Tay
(Midwesterners) (5656%) so véi nguoi Tay Bac (Northwesterners) (10549$), va
nhitng nguoi 6 tinh trang stc khoe tét hon (16 990$ & nhirg ngudi cd stc khoe
kém so véi 6714$ cho nhitng ngudi ¢ stuc khoe tét (excellent health). Chi phi
XUt tai tuong d6i cao hon c6 lién quan dén that nghiép (5,13% dbi vai bénh nhan
c6 viéc 1am so véi 2,35% dbi véi bénh nhan that nghiép; chénh léch, 2,78%; ClI
95%, 0,6% -4,95%), bao hiém cong (5,35% ddi voi ngudi ¢ bao hiém cong so
Véi 2,87% dbi véi nhitng ngudi €6 bao hiém tu nhan; chénh 1éch, 2,48%; C1 95%,
-0,6% dén 5,55%), nghéo déi (13,07% dbi vai bénh nhan nghéo so vai 2,06% doi
véi bénh nhan thu nhap cao) va tinh trang suac khoe kém hon (10,2 % ddi voi
nhitng ngudi ¢6 sic khoe kém so vai 1.58% dbi véi nhitng nguoi c6 suc khoe tét).

Cong bd cua Ma va cong su (2020) 26 cdng bd nghién cau hdi ciu trén
nhém ca bénh ung thu dau ¢ tai Trung tdm diéu trj toan dién Ung thu Roswell
Park (Roswell Park Comprehensive Cancer Center, New York - Hoa Ky). Bénh
nhan duoc Xa tri triét can hodc b trg sau mo tir nam 2003 dén 2017. Tat ca cac
ca nay di (tu bao cao) co/khong trude khi xa tri duge dua vao phan tich. Vi tong
cong 284 ca da duogc xa trj triét can (n = 204; 71,8%) hoic bd tro (n =80; 28,2%).
Hda tri duoc sir dung ¢ 237 ca (83,5%). Thoi gian theo doi trung vi la 39,9 thang
(D6 trai giira 33,4- 51,3 thang). Nhimng kho khan tai chinh déng ké (Significant
financial difficulties) da duoc bao céo ¢ 41 ca (14,4%). O két qua phan tich da
bién, nhitng nguoi gap khé khan vé tai chinh c6 lién quan dén ti 1¢ séng toan bo
kém hon (HR 1,81, p = 0,022) va song thém dic hiéu bénh (cancer specific
survival) (HR 2,35; p = 0,002). Téng cong c6 70 ca két hop voi cac dic diém co
ban can bang tét (wellbalanced baseline characteristics). Kho khan tai chinh van
lién quan dén ti 18 séng thém toan bod kém hon (66,1% so voi 79,0% sau 3 nam, p
= 0,048) va ti 1& sdng thém dic hiéu bénh (70,2% so véi 81,4%:; p = 0,036). Céc
tac gia két luan rang gan 15% bénh nhan ung thu dau cb phai trai qua ganh ning
tai chinh dang ké va do 1a mét yéu tb tién luong khong thuan loi doc lap cho két

qua sdng thém toan bo.
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Tai liéu dong thuan cua hoi dau cé Hoa Ky (American Head and Neck
Society) nam 2020, khuyén cdo chung cho nhiing ngudi di diéu tri ung thu dau
cb: Ch thé duoc gigi thiéu dén nhan vién x& hoi va nha tu van tai chinh chuyén
cho nhom sdng sau diéu trj dé diéu huéng cac chi phi chiam soc suc khoe lién quan
dén cham soc sau diéu tri.
4.2.1.8. Chdt lwong cugc song lién quan téi diém vé dau

Diém trung binh vé dau nghién ctu nay dat 24,4; ¢ dan s6 chung 1a 23,5 +
27,1 (n= 15.386)". Theo mét s6 nghién ciru khac, trude diéu tri ung thu vom 1a:
16,9 (n=347) hoic 12,28 (n=501)'?" 122, Thém nita, trén nguoi co tién sir xa tri
ung thu dau c6 bang IMRT trén 5 nam: 12 (n=73)'"*. Mt khéc, & 242 ca c6 sbng
thém khéng bénh sau diéu tri ung thu vom tir 5 nam trd 1én (tinh chung ca tia bang
IMRT va khong IMRT) dat 18,7*Y7. M6t c¢6ng bd khac trén nhoém nguoi co tién sir
diéu tri ung thu vom c6 tiéu chuin twong tu cho thay, diém nay dat 21 véi xa tri
khong IMRT (n=142) va 15 véi xa tri IMRT(n=100) (p =0,05)'

Theo cé4ch dién giai vé thay doi chat luong cudc séng theo thoi gian, diém
trung binh vé dau ting & murc trung binh so trude diéu tri (trung binh: —20 dén —
11) ¥5.; ¢6 su khac biét “chut it” ("a little"-cach biét khoang 5-10 diém) vai nhiing
ngudi sau didu tri ung thu vom co6 séng thém khdng bénh tir 5 nam tro 18n & cac
nghién ctu trén'’®. Biém trong nghién ctiru ndy thap ¢ 18 trong nghién cau, tat ca
cac ho so déu tia khong IMRT, liéu dén cac mo lanh cao hon so v&i nhitng nguoi
c6 tién sir tia IMRT- bién ¢ bat loi ndi chung thap hon so vai tia khong IMRT.

Thong thudng, & ngudi bénh séng sau diéu tri ung thu, dau cé thé chuyeén tir
mot van dé ngan han sang man tinh, ton tai trong nhiéu thang hoac nhiéu nam 2.
Pau ¢ nguoi song sau khi diéu tri co lién quan véi sy xam lan khoi u, phuong
phap diéu tri va cac van dé két hop dong thoi trén nguoi bénh, bao gom tram cam,
phuong phap quan 1y dau cap tinh, lam dung thudc 14 hodc ruou 2% 2, Pay trén
ngudi ¢6 tién st diéu tri ung thu néi chung, thuong lién quan dén diéu tri va ton

tai trong mot sé hoi chang riéng biét: Hoi ching dau sau phau thuat (chang han
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nhu mat cam giac va chic ning), ton thuong than kinh do buc xa va thoéi hoa
xuong, Va bénh than kinh ngoai bién do hoa trj li¢u 210211,

Nim 2018, Cramer va cong su 22 nghién ctu trén 175 ca vaéi thoi gian trung
binh 6,6 nim sau khi chan doan; danh gia bang thang do chit luong cudc sbng
University of Washington Quality of Life (UW-QOL), bang cau héi vé sic khoe
bénh nhan (the 9-item Patient Health Questionnaire; PHQ-9) danh gia tram cam,
danh gia lo au qua bd danh gia rdi loan lo &u toan thé (the 7-item Generalized
Anxiety Disorder; GAD-7), va kho nudt bang bo céng cu danh gia an ubng 10
muc (the 10-item Eating Assessment Tool; EAT-10) cho thay ty 1& 45,1% béo co
dau va 11,5% bao cao dau dir doi. Trong sb cac bénh nhan bi dau, 46% bao céo
chat luong cudc song tong thé thap so véi chi 12% nhimng ngudi khong dau (P <
0,001). Phan tich da bién sau khi diéu chinh tudi tac, giéi va giai doan bénh, dau
c6 lién quan véi diéu tri 3 phuong thuc (odds ratio [OR]; 3,55; 95% CI; 1,06-
12,77). Phan tich da bién vé cac van dé chat luong cudc song cho thay dau c6 lién
quan dén trdm cam nang (OR, 3,91; 95% CI; 1,68-9,11), lo ling (OR, 4,22; 95%
Cl; 2,28-7,81), hoi phuc kém (poor recreation) (OR, 3.31; 95% ClI, 1,70-6,48), va
tong thé chat lugng cudc song thap (OR, 2,20; 95% Cl; 1,12-4,34).

Nam 2021, Dugué va cong su 22 cong bd két qua nghién cau trén 296 ca
s6ng sau ung thu 5 ndm tai Phap dugc chan doan ung thu dau co, tudi tir 18-82.
Pau duoc b4o c4o & 72,6% s6 ca. Trong cac phén tich da bién ddi, muc do hoat
dong thé chat giam 1a yéu t6 quyét dinh duy nhat 1am tang dau tong thé (OR =
2,77, Cl = 1,48-5,17). Ti I&¢ dau man tinh 12 62,3%. C4c yéu t6 nguy co chinh duoc
tim thay 1a khdi u hong miéng (OR = 2,49, CI = 1,27-4,88), gi4o duc (it nhat &
bang trung hoc) (OR = 0,33, Cl = 0,13-0,9) va giam hoat dong thé chat (OR =
2,20, Cl = 1,24-3.9). Nhom tac gia két luan rang, nam nam sau khi chan doan, dau
la mot di chang rat thuong xuyén, tac dong dang ké dén chat luong cudc sbng &
nhitng nguoi sdng sot sau ung thu dau c6. Giam hoat dong thé chat, trinh do hoc

van thap va u ban dau & hong miéng 1a nhiing yéu tb lién quan dén dau.
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Cho dén nay, c6 dinh nghia khac nhau trong y vin nhung dinh nghia thuong
duoc chap nhan vé dau man tinh 1a con dau kéo dai hon 3 thang sau giai doan diéu
tri cap tinh, véi diéu kién 1a cac tac dong cap tinh cua diéu tri da duoc giai quyét®.
Tuy nhién, cho ti nay van chua c6 cdng cu dugc chap nhan rong réi hoic cong
cu “tiéu chuan” dé danh gia dau man tinh ¢ bénh nhan ung thu dau cb.

Dau trén ngudi song co tién st diéu tri ung thu ¢ nhitng dic diém riéng: ho
c6 nguy co bi bénh tai phat hoidc ung thu tht hai 22, Vi thé, dau ting 1én hoic xuat
hién thém (con dau/triéu chitng mai) can duoce danh gia can than. Viéc diéu tri
dau ciing c6 kho khin riéng. Tir nam 2014, hoi phau thuat ung thu dau co va tai
miii hong Phap (French Otorhinolaryngology Head and Neck Surgery Society) 24
da c6 hudng dan quan ly dau sau diéu trj ung thu dau cé. Theo d6, dé phong ngira
ching dau man tinh thi nén sir dung cac ki thuat xa tri tién tién, phong va diéu tri
cac bién chimg ring miéng (gém ca hoai tir xwong do xa tri), vat Ii tri liéu, xoa
bop cac co bi dau.

Nam 2015, Hiép hoi ung thu 1am sang Hoa Ky ciing cong bd huéng dan thyuc
hanh diéu tri dau man tinh & nhitng nguoi séng sau ung thu 2°. Nhitng huéng dan
nay nhan manh vé thira nhan sy ton tai caa hoi ching dau, chién lugc phuc hoi
chtrc nang va sir dung cac tac nhan nonopioid. Khi céc bién phéap nay that bai, cac
béc si 1am sang c6 thé phai chi dinh opioid cho bénh nhan can tiép can, do luong
can than. Mot su két hop cua céc loai thudc giam dau, vat ly tri liéu, tap thé duc,
can thiép tam ly x& hoi, va cac liéu phap thay thé cd thé hitu ich 22,

Pong thuan caa hoi dau o6 Hoa Ky (American Head and Neck Society) nim
20205 thi khuyén céo chung cho nhitng nguoi d diéu tri ung thu dau cd, nén:

a. Puoc sang loc vé con dau man tinh theo dinh ky.

b. Puoc danh gia vé chat lwong va mic do nghiém trong cua con dau bang
cach str dung céc cong cu danh gia dau.

c. Pugc danh gia cac triéu chiing tram cam khi ¢6 dau man tinh.

d. Trai qua danh gia toan dién dé loai trir dau do bénh tai phat.

e. Bugc nhom nghién cau sang loc lam dung opioid.
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f. Cung cap thudc giam dau khong chira opioid bao gom thudc chdng viém
khong steroid, acetaminophen, tac nhan diéu bién than kinh (neuromodulators) va
cham ciu thdng qua cac hoat dong tu van giam nhe va/hoic kiém soat con dau.

g. Puoc gidi thiéu dén cac chuyén gia giam nhe va/hoic kiém soat con dau
d6i vai con dau khang tri hodc phu thudc vao opioid.
4.2.1.9. Chdt lwong cugc song lién quan téi mdt ngu

Piém trung binh vé mat ngu nghién ctu nay dat 31,2. Diém vé mat nga &
dan sé chung 14 26,6 + 30,3 (n= 15.386)%7. Theo mét s6 nghién ciru khac, trudge
diéu tri ung thu vom 1a: 27,6 (n=347) hoic 15,77 (n=501)'2" 122, Thém nita, trén
ngudi O tién sir Xa tri ung thu dau ¢ bang IMRT trén 5 nam: 18 (n=73)"%. Mt
khac, & 242 ca c6 song thém khong bénh sau diéu tri ung thu vom tir 5 ndm trd
lén (tinh chung ca tia bang IMRT va khong IMRT) dat 24,717, Mot cong bb khac
trén nhom ngudi ¢ tién sir diéu tri ung thu vom c6 tiéu chuan twong tu cho thiy,
diém nay dat 27 véi tia khong IMRT (n=142) va 21 véi xa tri IMRT(n=100) (p
=0,11)1"2,

Theo céach dién giai vé thay doi chat luong cudc séng theo thoi gian, diém
trung binh vé mét ngit & muc trung binh kém so trude diéu tri (trung binh: —17
dén —9) 5. Piém nay ciing khac dén mirc “mét it” ("a little"-cach biét khoang 5-
10 diém) voi nhitng ngudi sau diéu tri ung thu vom c6 séng thém khong bénh tir
5 nam tré 1&n tia khéng IMRT va kém dén mirc “vira” ("moderate” — thay d6i tir
10 dén 20 diém) so véi nhitng ca tia IMRT®. Nhan xét ban dau nay co thé 1a tién
dé cho cac nghién ctu siu hon.

Mat ngu la réi loan gic nga phd bién nhét, dic trung boi cam giac kho bat
dau giac nga hoac duy tri giac nga hodc khdng c6 cam giac budn ngu (trai nghiém
chu quan ciia nguoi bénh 12 gidc ng chua di sang khodi hoac phuc hoi) 6. Tuong
tu nhu ung thu, mat nga 1a mot mdi quan tam 16n vé sicc khoe cong dong, anh
hudng dén 10%-30% dan sé noi chung 214217 va c6 lién quan chat ché dén nhiéu
két qua st khoe bat lgi nhu tiéu duong, béo phi va bénh tim mach 28, Mt ngu

khong chi anh huong dén stic khoe thé chat caa bénh nhan, kha ning lam viéc
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binh thuong va chit luong cudc séng, ma con dan dén cac van dé sic khoe tam ly
va tinh than. Bén canh céc nghién ctu chizng mét ngu sau khi chan doan ung thu,
bang ching méi ndi cho thdy chitng mét ngu trude ung thu co lién quan doc 1ap
dén nguy co ung thu & nhitng ngudi ban dau khdng bi ung thu 22°. Di liéu tir quan
thé nguoi bénh ung thu bao céo rang 25% -69% khé ngu, véi 18% -29% bao céo
rbi loan mat nga 22022,

Niam 2019, Tingting Shi va cong su 2° cdng b téng quan hé théng va phan
tich gop dua trén 8 nghién ctu véi tong 578.809 ca va 7.451 su kién ung thu.
Thoi gian theo ddi dao dong tir 7,5 dén 23 nam. Két qua phan tich tong hop tir md
hinh tac dong ngau nhién cho thay 24% (HR = 1,24; 95% Cl, 1,06—1,45) lam ting
nguy co ung thu & nhitng ngudi bi mat ngi so véi nhitng ngudi khdng. Méi twong
quan giira chirng mat nga va ung thu twong ddi 6n dinh. Phan tich duéi nhom vé
thoi gian theo ddi, sau nghién cuu theo ddi nhirng nguoi tham gia nghién ctu
trong = 10 nam chi ra tic dong dang ké cua chitng mat ngu doi véi nguy co phat
trién ung thu (HR = 1,21; 95% ClI, 1,01-1,45); trong hai nghién ciru véi thoi gian
theo di <10 nam, mbi lién quan gitra mat nga va ti 1é mic ung thu khong coé ¥
nghia théng ké (HR = 1,40; 95% Cl, 0,84-2,34).

Trén quan thé nguoi bénh ung thu dau cd, Santoso va cong su (2019) 222 bao
cdo sir dung téng quan hé théng va phan tich gop nghién cau vé ti 18 rdi loan gidc
ngt. Két qua nay dya trén 29 nghién ciu véi tong cong 2315 ca ung thu dau cb
cho thay c6 3 nhdm nghién ciu vé rdi loan giac ngia (mat nga, nga nhiéu va roi
loan hd hap lién quan dén giac ngt). Ti 1é mat ngi 12 29% (95% Cl 20-41%) trudc
khi didu tri, 45% (95% CI 33-58%) trong qué trinh didu tri, va 40% (95% Cl 24-
58%) sau khi diéu tri. Vi nga nhiéu, ti 1é xuat hién 12 16% (95% CI 7-32%) trudc
khi diéu tri va 32% (95% CI 20-48%) sau khi diéu tri. Ti 1¢ rdi loan hd hap lién
quan dén giic ngu trudc va sau khi diéu tri 12 66% (95% CI 44-82%) va 51%
(95% CI 34-67%), tuong (ing. Trudc va sau khi diéu tri, ti 1& cac triéu ching (bénh
nhan) tu b4o céo vé mat ngu lan luot 12 30% va 46%, trong khi ti 1& bi mat ngu

theo chan doan rdi loan mat nga dya trén cam nang chan doan va théng ké roi
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loan tdm than (Diagnostic and Statistical Manual of Mental Disorders-DSM) lan
luot 12 21% va 23%. Khi ching mat nga tu bao cdo duge xac dinh biang PSQI
(Thang danh gia chat lugng gidc ngu Pittsburgh-Pittsburgh Sleep Quality Index,
PSQI) véi diém méc (cut-off) 1a 5, ti 1& gop 1a 37% trudc va 75% sau khi diéu tri.
Tac gia két luan rang, nhitng két qua nay ngu y 1a rdi loan giac nga rat phé bién ¢
bénh nhan ung thu dau ¢ trude, trong va sau khi diéu trj.

Nhiéu phuong phap diéu tri hiéu qua da dugc dé xuat cho chitng mat nga 2°.
Hién nay, phuong phap diéu tri thuong duoc st dung 13 benzodiazepines dudng
uéng. Pa c6 bang chung ang ho viéc sir dung liéu phap nhan thicc — hanh vi
(Cognitive behavioral therapy (CBT-I) nhu mot phuong phép diéu tri dau tién cho
chtiing mat ngu; né da duoc chiing minh rang diéu nay khong chi co thé cai thién
dang ké chat luong gidc nga ma con gilp bénh nhan bi mat nga man tinh giam
viéc sir dung thdi mién. Ngoai ra, tac dung Iam sang cua cham ciru ddi véi chimng
mat ngu 1a dang ké va xang dang duoc nghién cau va tng dung 1am sang hon
nita. C4c nghién ciru trude day ciing phat hién ra rang tap thé duc c6 thé cai thién
chat luong giac ngu chi quan & nhitng bénh nhan bi réi loan mat ngu va cac triéu
ching mat nga. T quan diém caa co ché lién quan dén chiing mat nga véi ung
thu, ac ché melatonin va con duong bao hiéu oestrogen ciing c6 thé xac dinh co
hoi phong ngira hoa tri mot sé loai ung thu. Tir quan diém y té cong cong, viéc
thue hién hiéu qua cac bién phap nhu vy c6 ¥ nghia quan trong ddi véi sic khoe
cong dong va can thu hit sy chl ¥ caa nhan vién y té cong cong. Co thé ¢o cac co
ché sinh hoc cu thé cho céc loai ung thu cu thé. Vi du, mat ngu c6 thé dan dén ung
thu tuyén giap thong qua mirc d6 hormone kich thich tuyén giap ting cao

R&i loan giac nga va mat nga 1a nhitng van dé pho bién d6i voi hon 15 triéu
ngudi séng sot sau ung thu & Hoa Ky?2. Néu khong duoc giai quyét, giac ngu
kém chat luong cd thé anh huong tiéu cuc dén su phuc hoi thé chat va tam ly tur
chan doan va diéu tri ung thu. Nhiing ngudi song sot sau ung thu dang ngay cang
chuyén sang céc liéu phép tich hop dé cai thién gic ngu va tbi vu hoa stc khoe

cua ho. Muc dich caa bai viét nay 14 xem xét bang ching cho viéc sir dung cac
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liéu phap tich hop phi dugc pham dé cai thién sic khoe gidc nga & bénh nhan ung
thu. Cac lidu phap duoc nhdm thanh cac loai sau: hanh vi nhan thic, thién dinh
(vi du: can thiép dya trén chanh niém, yoga, khi cdng/thai cuc quyén) va duya trén
co thé (vi du: chAm ciru, bam huyét, xoa bop, bAm huyét). Liéu phap hanh vi nhan
thae cho chang mat ngu, liéu phap dua trén chanh niém, khi cong / thai cuc quyén
va cham ctu ¢ nhiéu bang chung nhat dé cai thién giac nga va mat ngu, trong
khi yoga, bam huyét, xoa bop va bAm huyét vin dang dugc diéu tra hoic xay dung
co s& bang ching caa ho. Mot s6 linh vuc sic manh dugc xac dinh, nhitng khoang
tréng trong tai liéu dugc 1am noi bat va cac khuyén nghi dé cai thién nghién cau
trong twong lai dugc cung cap.
4.2.2. Chdt lwong cuéc song lién quan dén ung thi dau cé
4.2.2.1. biém vé khd miéng

Piém trung binh vé khd miéng nghién ctru nay dat 63,9. Theo mét sé nghién
ctru khac, diém trung binh vé khd miéng ¢ dan sé chung: 12 (n=1054)'%, trudc
diéu tri ung thu vom 1a: 17,22 (n=501)'%2. Thém nira, trén nguoi cO tién sur Xa tri
ung thu dau ¢6 bang IMRT trén 5 nam: 56 (n=73)'"%. Mot cong bd khéc trén nhém
nguoi O tién sir diéu tri ung thu vom co tiéu chuan twong tu cho thay, diém nay
dat 60 v6i xa tri khong IMRT (n=142) va 39 véi xa tri IMRT(n=100) (p < 0,01)1"2.

Theo céch dién giai vé thay doi chat lugng cudc song, tinh trén gia tri tuyét
dbi so vai dan sé chung va murc trude diéu tri, diém trung binh khoé miéng kém
rat nhiéu (very much", thay d6i I6n hon 20)'76. C6 I8 muc nay dé giai thich Iy do
nhat trong s6 cac muc vé chat luong cudc soéng, don gian 1a nguoi bénh bi
giam/mat chirc ning tuyén nuéc bot do xa tri.

Trong mét phan tich tong hop (2020) danh gia tac dong cua xa tri IMRT va
Xa tri quy udc dén chat luong cudc séng (do bang tinh trang stc khoe toan cau;
cam xuc, X hoi va chire nang nhan thirc) va khd miéng trén nguoi bénh ung thu
dau co 4. Két qua tir 7 nghién ctu (téng cong 761 ca (n=369 xa trj IMRT;
n=2392 ca Xa tri quy ugc). Tudi trung binh tir 18-65. Nhom duoc xa tri ¢6 tinh

trang suc khoe toan cau tét hon, (chénh léch trung binh chuan héa gop chung,
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pooled standardized mean difference [SMD]=0,80, 95% CI: 0,26 dn 1,35,
P =0,004 va chirc nang nhan thac (SMD gop = 0,30, 95% CI: 0,06 dén 0,54, P =
0,013) so véi nhdm xa tri quy wéc. Nguoi bénh xa tri IMRT ciing cai thién diém
khd miéng c6 ¥ nghia thdng ké so véi xa tri quy uéc. (SMD cong gop =— 0.60,
95% CI: — 0,97 dén — 0,24, P=0,001). Khéng c6 su khac biét vé chirc ning cam
xdc (P = 0,531) va chirc ning xa hoi (P = 0,348) giira hai nhém. CAc tac gia két
luan rang, IMRT cai thién dang ké QoL va giam mutc do nghiém trong cua khd
miéng ¢ bénh nhan ung thu dau co.

Hiép hoi ung thu dau c6 chau Au da trich dan tir nghién ctu trude d6 cho
thdy, theo doi dai han & nhitng nguoi sdng sét sau ung thu dau ¢ da chi ra rang
khd miéng 1a bién cb bat loi muon sau diéu tri, ¢ thé xuat hién sau diéu tri 8
nam??. Ban khuyén nghi viét rang cac béc si 1am sang nén biét kha niang xuat hién
mudn cua cac triéu ching trong qua trinh theo ddi bénh nhan cua ho.
4.2.2.2. Tinh duc

Piém trung binh vé tinh duc nghién ctru nay dat 34,8. Theo mét s6 nghién
ctru khac, diém trung binh vé tinh duc ¢ dan sb chung: 19,2 (n=1054)'%, trudc
diéu tri ung thu vom 1a: 16,43 (n=501)*%2. Thém nita, trén nguoi cO tién sur Xa tri
ung thu dau c6 bang IMRT trén 5 nim: 33 (n=73)'"%. Mot cdng bd khéc trén nhém
ngudi ¢6 tien sur diéu tri ung thu vom co tidu chuan twong tu cho thay, diém nay
dat 32 vai khong IMRT (n=142) va 22 véi xa tri IMRT(n=100) (p < 0,01)"2,

Diém nay ciing khac dén mac “mot it” ("a little"-cach biét khoang 5-10 diém)
véi nhimg ngudi sau diéu tri ung thu vom cé song thém khéng bénh tir 5 nam tro
Ién tia IMRT va kém dén murc “vira” ("moderate” — thay doi tir 10 dén 20 diém)
so v&i dan sb chung va nhitng ca ung thu vom hong truéc diéu trit’®. Tin rang,
day sé& la diém tham khao hitu ich cho céc nghién ctiu vé sau.

Nim 2020, Rhoten va cong su 228 cho thay hon 80% (n = 61) ngudi bénh ung
thu dau cb trong nghién ctru bao cao rang diéu quan trong la phai nhan thong tin
Vvé C4c van dé tinh duc. Nhitng nguoi tham gia da chon "tai thoi diém chan doan"

la cAu tra 161 thudng xuy@n nhét cho thoi gian wu tién dé nhan thdng tin nay. Mot
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nira s6 ngudi tham gia (n = 35) chi ra rang ho thich thao luan vé cac véan dé tinh
duc v&i nha cung cap dich vu chiam soc stc khoe. Cau tra 1o thuong xuyén nhat
cho phuong phép tiép nhan théng tin 1a thdng qua cac cudc thao luan. Nhém tac
gia cho rang cac nha cung cap (dich vu stc khoe), bat ké chuyén mén, phai cb
gang hoic tao diéu kién cho cac cudc thao luan xung quanh cac van dé nay vao
cac thoi diém khac nhau trong giai doan diéu trj va phuc hoi.

Niam 2016, Rhoten bao cdo mot tong quan tai liéu vé tinh duc trén ngudi bénh
ung thu dau c6 2?7 dya trén 9 nghién ciru xuat ban trong vong 10 nim. Theo d6 thi
d6 tudi trung binh cua nhitng ngudi tham gia dao dong tir 55 dén 64 tuoi. Ti l¢
nam gidi tham gia mdi nghién ctu dao dong tir 63% dén 93%. Ti 1é nguoi tham
gia mac bénh tién trién (T3-T4) thay do6i trong s6 cac nghién cau, véi pham vi tix
19% dén 71%. Tac dong tiéu cuc cua ung thu dau ¢ dén tinh duc, tir 24% dén
100% tuy thudc vao nghién ctu. Nhitmg ngudi bi suy giam tinh duc ciing c¢6 chat
lugng cudc song kém hon. Trong s6 nghién cau (n = 2) 22229 kiém tra moi quan
hé giira tinh duc va chat luong cudc sdng, tinh duc bi suy giam ¢ lién quan nghich
dao vai chat luong cudc séng (r=-0,50, P <0,01;r =—0,49, P <0,01). Ca
hai nghién ciru nay déu sir dung bo cong cu do luong chat luong cudc song trong
ung thu dau ¢ cua co quan nghién ctru va diéu tri ung thu chau Au.

C6 nhing phat hién khong dong nhat vé bénh nhan cé nhiéu kha nang bi suy
giam sy théa man tinh duc. Vé tudi tac, 2 nghién ciru 22° 2t cho thay nhitng nguoi
tré tudi c6 nhiéu kha ning gip van dé véi tinh duc hon dang ké (P < 0,001, P =
0,03). Cac nghién cau khac khdng tim thay sy khac biét dang ké vé mat théng ké
vé tinh duc dya trén do tudi. Vé giai doan khdi u, mot nghién ciru cua Jakob va
cong su 22 cho thady mic du khong c6 ¥ nghia théng ké, nhilng nguoi tham gia co
giai doan khéi u thap hon c6 xu hudng khong hai long hon véi doi séng tinh duc
cia ho. Mot nghién ctu khac cua Rogers va cong su 23! két luan rang mac du
khong co ¥ nghia théng ké, cac van dé than mat (intimacy problems) phé bién hon
& nhitng bénh nhan c6 khdi u nguyén phét tién trién. Nghién ciu caa Singer va

cong su 28 cho thay céc ca nhan c6 giai doan khdi u tién trién c6 s luong kho
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khan tinh duc cao hon dang ké (P =0,04). Khdng cé nghién ctru ndo chi ra sy khac
biét vé tinh duc duya trén vi tri khéi u hoic diéu tri. V& tinh duc, nghién ctu cua
Rogers va cong su 2! cho thy cac van dé than mat phd bién hon dang ké & nam
gidi (P = 0,04), trong khi trong nghién ciru cia Moreno va dong nghiép 234, mac
du khong ¢6 y nghia thdng k&, nam gidi bao céo diém sb cao hon dé hai long véi
chtrc nang tinh duc so véi phu nit. Nghién ctu caa Singer va ddng nghiép 2 cho
thay khong co6 su khac biét dang ké giira nhitng kho khan tinh duc & nam va ni.

Nhu tém tat két qua tir tong quan tai liéu caa Rhoten Vvé tinh duc trén nguoi
bénh ung thu dau c6 227 ¢ trén, nhom tac gia cung ban luan rang, tir két qua ay, da
xéac dinh mot s 18 hong trong tai lidu vé tinh duc sau khi diéu tri ung thu dau cé.
C4c nghién ctru nay ciing s& kho khan do su khéc biét vé van hoa dbi véi cac quan
niém tinh duc, cong thém ung thu dau co lai gdm nhiéu vi tri u, nhiéu phuong
thire diéu tri khac nhau lai anh huong dén tinh duc khéc nhau.

Rhoten %7 ciing viét rang, mac du cac nghién cau hién tai cung cap thdng tin
han ché, céc diéu dudng ung thu nén luu ¥ rang cac van dé lién quan dén tinh duc
c6 tam quan trong ddi véi nhiéu bénh nhan mac ung thu dau co. Tuy nhién, cha
dé nay thuong khong dugc thao luan véi bénh nhan. Trong mot nghién cau veé
kinh nghiém thao luan vé cac van dé lién quan dén tinh duc véi bénh nhan, cac
chuyén gia chim séc stc khoe cho rang tinh duc 1a mot chi dé quan trong can
thao luan 2%. La ngudi hd tro giao tiép bénh nhan véi cac nha cung cap dich vu
chim soc stc khoe, cac didu dudng ung thu nén di dau trong viéc tao ra mot moi
truong noi cac van dé lién quan dén tinh duc duoc coi 1a cac van dé cham soc hd
tro quan trong 27,

Chiam séc toan dién hiéu qua bao gom théng tin vé tinh duc trudc, trong va
sau khi diéu tri ung thu dau c6. Do d6, chii dé nay nén duoc dua vao gido duc
bénh nhan va danh gia lién tuc nhu mot phan cua diéu dudng toan dién?*8,

Hién tai khdng c6 cong cu danh gia nao giai quyét van dé tinh duc cy thé &
bénh nhan mac ung thu dau c6 227. Mic du cac cong cu chat lugng cudc song rat

hitu ich trong nhiéu truong hop, nhung ching thuong khong goi ra théng tin tao
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ra cac linh vuc cu thé dé can thiép can thiét lién quan dén tinh duc. Nghién ctu
ciia Moreno va cac ddng nghiép 224 1a nghién ctiru duy nhét st dung cong cu danh
gia tinh duc cu thé. Mac du cong cu nay goi ra nhiéu thong tin lién quan dén tinh
duc hon 13 mot c¢éng cu danh gia chét lugng cudc séng chung, nhung diéu quan
trong 1a cac cong cu danh gia cu thé cua ung thu dau c6 phai dugc phat trién. Do
hinh anh co thé 1a duy nhat va cac méi quan tdm chirc ning ma bénh nhan méc
ung thu dau ¢ gap phai, danh gia tinh duc chung c6 thé khong tao ra théng tin cu
thé can thiét dé stir dung trong méi trudng 1am sang. Bénh nhan mac ung thu dau
co can duoc danh gia bang cach str dung mot cong cu tap trung vao khia canh hinh
anh co thé cua tinh duc ciing nhu mot cdng cu giai quyét cac rao can chic ning
cu thé cua ung thu dau b dbi véi tinh duc nhu ting dich tiét, dau miéng, kha ning
di chuyén c6 cia mot nguoi, v.v. Céc ¢éng cu danh gia tinh duc dic hiéu ung thu
dau c6 ciing sé& tin hiéu vé su phat trién can thiép cho quan thé nay. Cac cong cu
danh gia duoc thiét ké danh riéng cho bénh nhan mic ung thu dau ¢ sé& tao diéu
kién thu thap thong tin tét hon va cudi clng din dén tién bo vé can thiép. Cac nha
nghién cau vé diéu dudng ung thu nén phat trién va xac nhan cac cong cu danh
gia cu thé cua ung thu dau co.

Pong thuan cua hoi dau ¢6 Hoa Ky niam 2020 khuyén céo chung cho
nhitng nguoi da diéu tri ung thu dau co:

a, Sang loc rdi loan chtrc nang tinh duc va than mat (sexual and intimacy
dysfunction) bang cach cd thé str dung bang cau hoi.

b. Pugc gidi thiéu dé diéu tri cho chirc ning tinh duc va van dé than mat.

c. Pugc danh gia réi loan chirc nang tuyén yén néu co tién si tia vao nén so.
4.2.2.3. Dinh dwéng bé sung

Piém trung binh vé dinh dudng bo sung nghién ctu nay dat 51,4. Theo mot
nghién ctru, diém trung binh vé thang diém nay trude diéu tri ung thu vom la:
20,96 (n=501)%. So vé gia tri tuyét d6i, diém nay ciing khac dén muc “rat nhiéu”

("very much", thay d6i Ién hon 20 diém)'"®. Biéu nay c6 thé do nhiéu nguyén
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nhan. Bén canh anh hudéng cua Xa tri, sau diéu tri, ho thuong bi khd miéng, giam
Vi gic, sau rang...con 1a cac yéu té tam ly khong thuan loi ddng thoi.

Hudng din cho ngudi séng sau diéu tri bénh ung thu (cua hiép hoi noi khoa
ung thu Ty Ban Nha - 2018) 2% 13 hoat déng thé chat va ché dg an uong lanh
manh, duy tri chi sé BMI tir 18,5 dén 25 kg/m?. Véi ngudi séng sau diéu tri ung
thu dau co, hiép hoi ung thu Hoa Ky (2016) 227 khuyén cao cac bac si 1am sang
chdm soc chinh cho ngudi bénh nén tu van dé ngudi bénh dat duoc ché dé dn
uong nhiéu rau, trdi cdy va ngii coc nguyén hat va it chdt béo bao hoa, dii chdt xo
va tranh udng rirou. Bén canh do, nén gidi thiéu ho, nhitng nguwoi gap cac thach
thize lién quan dén dinh dwong (Vi du, cac vdan dé vé nuot anh huéng dén lwong
chat dinh dwéng) dén mét chuyén gia dinh dwéng da dang ky hoac chuyén gia
khac.
4.2.2.4. biém vé nuét kho

Piém trung binh vé thang diém nubt & nghién ciru nay dat 32,2. Theo mot s6
nghién ctru khac, diém trung binh vé nuét & dan sb chung chi 1a 2,2 (n=1054)%°,
trude diéu tri ung thu vom 1a: 3,71 (n=501)!%2. Thém nira, trén nguoi co tién sir
Xa tri ung thu dau c6 bang IMRT trén 5 nam: 18 (n=73)'"%. Mot cong bd khac trén
nhom ngudi o tién st diéu tri ung thu vom c6 tidu chuan tuong tu cho thay, diém
nay dat 31 vai khong IMRT (n=142) va 15 véi xa tri IMRT(n=100) (p < 0,01)'"2,

Theo céch dién giai vé thay doi chat lugng cudc song, tinh trén gia tri tuyét
dbi so véi dan s chung va mic trude diéu tri, diém trung binh vé chirc niang nudt
kém rat nhiéu (very much", thay doi 16n hon 20)'7%. C6 1& muc nay dé giai thich
1y do, don gian 1a ngudi bénh bi anh hudng do xa tri. Tuy nhién, cac yéu t6 tac
dong thi chua du bang chiing day du.

Anh huong cua chic nang nuét déi véi dén chat luong cudc séng khong ro
rang?8. N6 c6 thé phy thudc vao thoi diém danh gia. No6i chung, ngudi bénh ung
thu dau o thuong c6 giam QoL ngay lap tirc sau khi diéu tri bat ké phac d6 nao
. Két qua cua phan tich tong hop vé chat luong cudc song tai thoi diém mot nim

sau diéu trj cho thay chat lugng cudc song sau do tang 1én muc trude diéu tri khi
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cac triéu ching cip tinh ling xudng, cac chirc niang dugc cai thién va bénh nhan
thich nghi véi tinh trang “binh thuong” mai cua ho 2. Theo Morton va cong su
(2003), chat lugng cudc séng tong thé & nhitng nguoi séng sét sau ung thu dau cb
c6 xu huéng cai thién theo thoi gian. Cac van dé vé ndi va nuét ciing nhu dau 13
nhitng yéu té quan trong nhat quyét dinh stic khoe chung sau 12—24 thang 24°. Mot
nghién ciu ngang danh gia chitng khé nudt ¢ 73 ca trong tong s6 104 ca ung thu
dau c6 sau diéu tri cho thay bénh nhan khé nudt trung binh dén nang c6 chat luong
cudc song kém hon trén thang do chét luong cudc sdng caa dai hoc Washington
(UWQOL) 21,

Nghién ctru danh gia chirc ning nudt, thay doi can niang va chét luong cudc
séng sau diéu tri ung thu dau co 5 nam trén 62 ca cho thay c6 méi twong quan
thuan loi gitra hit vao véi cau hoi lién quan tryc tiép dén nuét nhung khong phai
v6i QoL tong thé vai thang do FACT-G 14 292, Mot nghién ctru khac danh gié
chtrc nang nudt lién quan dén chat luong cudc séng, nghién ciu cat ngang trén
110 ca ung thu dau co diéu tri lan dau bang xa tri + hoa tri dong thoi, cho thay
giam diém trung binh trong hau hét c4c linh vuc trén thang do SWAL-QOL, tham
chi tir 6-12 thang sau khi diéu tri. Str dung ng thong miii da day c6 tac dong quan
trong dén tat ca cac linh vuc, 1am giam chat luong cudc séng. Mét sb khia canh
lién quan dén viéc an: su thém an, thoi gian an udng, nghia vy in ubng, su lua
chon thtrc an va s¢ an udng, dudng nhu cé lién quan dén nhitng bénh nhan do,
“gay nguy hiém” geopardizing) cho stic khoe tdm than caa ho. Mot ngudi bi rdi
loan chirc nang nudt mat thoi gian an nhiéu hon, ¢6 it ky niang hon trong viéc in
nhitng d6 khac, c6 thé bi han ché, va so hai va/hoic khéng cé kha ning an udng
& noi céng cong, bi cd 1ap trong cong dong va tram cam 243, Khi danh gia chat
lugng cudc séng ctia 204 ca di cé tién st Xa tri ung thu dau ¢b trude d6 7-11 nam,
Bjordal va cong su thay rang cac yéu té diéu tri anh huong dén chat lwong cudc
s6Nng: Xa trj ting phan lidu trong mdi phan liéu (hypofractionated radiotherapy)-
ngudi bénh bao céo chét lugng cudc séng bang hoic tot hon so véi Xa tri vai phan

lidu quy udc 14, Panh gia tac dong cua nudt kho viing hong miéng dén chat luong
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cudc song, Garcia-Peris va cong su da hdi ciu cit ngang trén 87 ca ung thu dau
co da diéu tri mac chang khé nuébt cho thay chét luong cudc séng bi suy giam &
51,7% ca. 62% ca tranh an v6i nhitng ngudi khac, va gan 37% lung tang khi an
(mealtime embarrassment)4,
Khuyén nghi caa hoi ung thu dau ¢6 Hoa Ky 17 1a cac béc si lam sang cham
soc chinh:
a, Nén gigi thiéu nhimg ngudi sdng s6t sau ung thu dau c6 ¢é biéu hién khé nuét,
ho sau #n, giam can khong giai thich duoc va/hoic viém phoi (do nudt sic) dén
chuyén gia tri liéu ngdn ngit (speech-language pathologist) c6 kinh nghiém dé
danh gia, quan Iy chirc ning nudt va ching hit sic.
b, Nén nhan biét caa cac rao can tdm Iy xa hoi tiém an gy anh hudng dén su hoi
phuc chtrc nang nubt va giéi thieu dén maot bac si 1am sang thich hop néu c6 rao
can.
¢, Nén tham khao chuyén gia tri liéu ngdn ngit dé noi soi video ¢ dung chét can
quang nhu 13 chi dinh dau tién cho nhitng ca séng sau ung thu dau c6 ¢ nghi ngo
dong thoi bi nuét kho sinh Iy va hep duong nudt
d) Nén gigi thiéu ca bénh c6 nuét khd ning dén bac si phau thuat tiéu hoa hoic
phau thuat tai miii hong dé nong thuc quan.
4.2.3. Hé sé anh huwong cua bién ¢é bat loi man tinh dén chat lwong cuge séng
Niam 1998, Cohen dé xuat danh gia hé s6 anh huong & mac nho khid = 0,2;
trung binh khi d = 0,5; va 16n khi d = 0,83, Tuy nhién, ngay trong sach “Hudéng
dan co ban vé hé sé anh huong, sic manh théng ké, phan tich tong hop va Giai
thich két qua nghién cau” (2010) viét rang, 6ng lai khong noi rd tai sao lai nhu
thé (trang 10)?%5. Mat khac, Bruce Thompson, trong bai “Hé s danh hwéng,
khodng tin cdy va khodng tin cdy cho hé sé dnh huéng” (2007) lai cho rang muc
dé danh gia dugc lya chon twong dbi chu quan nén can tranh viéc van dung mot
cach cang nhac. Hé sé hiéu qud nho c6 thé gay ra tac dong 16n, chang han nhu

can thiép dan dén suw giam ti 16 mét cach ddng tin cdy nhiing ca tu sat, c6 hé sé
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danh huong d = 0,1. Ly do duy nhat dé st dung nhiing diém chuan nay 1a bai vi nd
cuc ky mai la va chua c6 trong y van truge do 136247,

Trong nhitng phép phan tich thiét ké giia cdc doi twong (between-subject
design), hé sé dnh hirong Cohen’s d c6 thé hiéu don gian 14 ti 1 phan tram so véi
d6 léch chuan: d = 0,5 nghia 1a su khéc biét bang mot nira do léch chuan. Tuy
nhién, cach tét nhat dé giai thich hé s6 dnh hirong Cohen’s d 1a lién hé né véi céc
hé sb anh hudng khac da biét, va néu cd thé, can giai thich hé qua thyc té cua su
anh huong. Tuy nhién, trong bai phan tich “Cdm nang cua hiép héi tam 1y My,
5t:: Tai sao cac khuyén nghj thong ké lai gdy tranh cdi nhie vay? ”, tac gia bai
viét cho rang, dang tiéc 1a chwa c6 khuyén nghi rd rang cho quy trinh d6?*8.

Két qua & nghién ctiu nay cho thay: Khé miéng man tinh d6 2 anh huong 16n
dén thang diém dau trong chat lugng cudc séng cbt 16i. U tai man tinh do 3 anh
huong 16n dén tat ca cac muc cua thang do nay. Giam thinh luc d6 4 anh huong
l6n dén diém chirc nang vai tro, chtrc nang nhan thie , dau va mat ngon miéng.
Sau rang do 3 anh huong Ion dén diém chic ning thé chét, chic ning vai tro. Ton
thuong than kinh ngoai vi d6 2 anh huong 16n dén thang diém tao bon. Kho nuét
d6 2 anh huong 16n dén diém chat lugng cudc song tong thé, chirc ning thé chat,
mét méi va mat ngon miéng. Bién ¢ bat lgi man tinh d6 3 trén da-mo duéi da tac
dong 16n t&i chat luong cudc séng tong thé, 4 muc trong diém chirc ning; 7 muc
trong diém triéu chung vé chat luong cudc song cdt 16i. Pau man tinh d6 2 anh
huong 16n dén 6 muc diém sb trong thang do chat lwong cudc song cot 18i. Nhiing
di liéu nay, c6 thé 1a tién dé dé céc thay thudc luu y trong qué trinh 1ap ké hoach
Xa tri: C6 ging tiém can cac hudng dan/dong thuan qudc té trong danh gia, 1ap ké
hoach diéu tri. Hon nita, ting cudng truyén thong gido duc sic khoe cho nhiing
ngudi sdng sau diéu tri: thuc hanh theo cac khuyén céo dya vao bang chiing cua
cac nudc tién tién. Bén canh d6, nhitng két qua nay cd thé 1a cac mbc tham khao

hitu ich cho cac nghién ctru trong tuong lai.
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4.3. Nhitng hgn ché, thach thize va co’ hi trong twong lai
4.3.1. Panh gid giai dogn TNM trong nghién ciu da 161 thoi

Giai doan bénh ung thu dong vai tro quan trong trong phong chéng ung thu.
Dau tién va quan trong nhét, giai doan cung cip cho nguoi bénh va bac si caa ho
- tiéu chuan quan trong dé xac dinh tién luong, kha ning vuot qua bénh ung thu
sau khi duoc chan doan va xac dinh phuong phap diéu tri bénh tét nhat'2. Giai
doan bénh ciing tao co s cho su hiéu biét nhitng thay doi vé ti 1é mic ung thu
trong dan sé chung, mic do cua bénh & thoi diém chan doan va tac dong tong thé
ctia nhiing cai tién trong diéu tri ung thu. Giai doan bénh ung thu cling quan trong
nhat trong phan nhém vao thtr nghiém 1am sang va phan tich két qua trong cac
nghién ciru 1am sang. Pdi Véi cac bac si 1am sang va cac nha khoa hoc tham gia
nghién cau, giai doan bénh cung cip danh phap nhat quén, can thiét cho viéc
nghién ctru ung thu tir sinh hoc dén biéu hién 1am sang va quan ly bénh. Thay doi
cach phan giai doan c6 dé cung cap hé thong phan giai doan tot nhat cd thé 12 viéc
khdng bao gid c6 diém ding.

Phan giai doan bénh ung thu theo AJCC 8™ duoc khuyén céo sir dung cho
tat ca cac ca duoc chan doan tir 1.1.2018. Nghién ctru nay dang thong ké theo hé
théng phan loai AJCC 7". Do d6, viéc khao sét cac yéu tb tién lugng theo giai
doan AJCC 7™ khéng con gia tri ang dung trong thuc té. Do céc yéu té thuc dia
thay d6i (co s 1 cua bénh vién K dang sira chita va xdy mai) va nhiéu yéu tb
khach quan khéc, sir dung dit liéu vé chan doan hinh anh caa nhdm bénh nhan &
giai doan nay dé hoi ctru danh gia theo AJCC 8™ can rat nhiéu nguon luc va co 1§
cling thiéu déng bo, c6 thé dan téi sai léch cac két qua. Tuy nhién, cc di liéu
hién c6 trong nghién ctru ndy van cé thé 1a cac tham khao hitu ich cho cac nghién
ctru hoi ciru va tién ciru sau nay.

4.3.2. Khdng ghi nhdn dirot mét sé bién cé bat loi man tinh do xa tri
4.3.2.1. Hoal tu thuy thai duong
Hoai tir thuy thai dwong chiém khoang 1,6 dén 22% sau 9 thang dén 16 nam

Xa tri voi ki thuat 2D ung thu vom hong . Trong cong b ctia Zhou va cong su
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(2013) tir hdi ctru tir 1276 ung thu vom hong duoc Xa tri IMRT va 2D trong thoi
gian 2003-2006, theo d&i sau diéu tri véi MRI vom hong va/hoic hach ¢6 mdi 6-
12 thang, dac biét khi cd nghi tai phat hodc bién chiing. Vi thoi gian theo ddi
trung binh 75,8 thang, ti I¢ méic thd (crude incidence rate) hoai tir thuy thai duwong
& nhém IMRT va 2D-CRT Ian lugt 13 7,5% va 10,8% (P = 0,048). Udc tinh, ti 18
mac bénh trong 5 nam 13 16% va 34,9% (P <0,001) ddi véi nhém IMRT va 2D-
CRT, tuong ttng >°.

Pa s6 bénh nhan bi hoai tir thuy thai dwong khong c6 triéu chiing ngay ca o
giai doan muon. Céc triéu chiing 1am sang bao gom dong kinh, néi khd, co giat,
suy giam nhan thire, thay doi y thire, suy giam tri nhé, chong mat va dau dau. Hoai
tir thily thai duong ciing ¢6 thé dan dén cac triéu ching nghiém trong va gay to
vong bao gom co giat, xuét huyét noi so va thoat vi ndo?:.

Cac yéu t6 ngoai xa tri nhu tinh nhay cam do di truyén, hoa tri va liéu phap
nham tring dich, c6 thé 1am tram trong thém mirc do hoai tir thuy thai duwong 2.

NGi chung, mic du hoai tir ndo dwgc thira nhan 13 dai dién cho mot bién
chimg thuong xuyén khdng thé dao nguoc va tham chi tién trién cua xa tri, cac
phuong phap diéu tri thong thuong thuong cho thay hiéu qua han ché?*®. Chan
doan c6 thé cin ctr vao MRI va CT?L,

Két qua thdng ké tir nghién ctu ndy cho thay, trong sé cac ca tir vong ¢6 7
ca do tai bién mach mau ndo, 4 ca dot quy khong rd nguyén nhan, 1 ca bi hén mé
chua rd nguyén nhan. Cac ca ndy, khong du dir kién dé két luan vé méi lién quan
voi hoai tir thuy thai duong sau xa tri. Hi vong trong twong lai, cac chinh sach hd
trg y té ctia chinh phu tét hon nira, chi phi kiém tra ré hon va muc séng chung cao
hon s& phét hién dugc bién c6 bét lgi nay sém hon, c¢6 huéng xir Ii cho ting ca tét
hon.
4.3.2.1. Suy giap trang sau Xa tri

Trong tong quan vé suy gidp sau Xa tri ung thu vom (2020)?%2, céc tac gia
viét rang, d6 la tac dung ngoai y muon, tan suat cao nhat tai thoi diém 2 nam va

anh huong dén chit luong cudc séng 1au dai cling nhu ting nguy co vé tinh trang
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de doa tinh mang. Tén thuong tuyén giap sau xa tri c6 thé do tén thuong té bao
biéu md nang, té bao nhu md va mach mau nho, xo héa bao, thiéu it do suy dinh
dudng va phan tng tu mién dich. Céac yéu té nguy co suy giap do xa tri bao gém
gidi tinh ni, tudi tré hon, thé tich tuyén gidp nho, mac TSH bat thuong trude diéu
tri, liéu luong va thé tich tuyén giap duoc chiéu xa. Do d6, nén thyuc hién do ndng
d6 hormone kich thich tuyén giap (TSH) va hormone tuyén giap suét doi.

C4c tac gia Dai Loan (2017) 2% @3 cong bd nghién ctru dénh gia tan suat va
nguy co suy giap sau xa tri ung thu vom da khao sat tir 14.893 ca ung thu vom
hong va 16.105 ca ung thu dau co da xa tri (khong cat giap). Mdi ca ung thu vom
duoc d6i chiéu, so sanh ngau nhién véi 4 ngudi khong ung thu vom hong theo do
tudi, gidi tinh va ciing ndm (so sanh). Cac két qua 1a nguy co phat trién suy giap
trong nhém ung thu vom hong cao hon ¢6 y nghia théng ké véi nhém duoc lay
lam ddi chiéu (HR da diéu chinh = 14,35; 95% CI = 11,85-17,37) va nhém ung
thu dau c6 (HR da diéu chinh = 2,06; 95% CI = 1,69-2,52). C4c yéu té nguy co
doc lap dbi voi suy gidp & bénh nhan ung thu vom hong bao gom tudi tré hon, ni,
s6ng o chd do thi hoa cao hon, bénh ty mién dich va diéu tri bang hda chat. Thoi
gian trung binh dé phét trién bénh suy giap cd triéu chiing 1am sang can ding
thyroxine & bénh nhan ung thu vom hong 1 3,11 nam. Trong sé cac bénh nhan
ung thu vom hong sau xa tri: 1,87%, 3,31% va 5,73% trong s6 ho phét trién chiing
suy gidp can dung thyroxine sau 3, 5 va 10 nam, twong ung.

Pong thuan cua hoi dau c6 Hoa Ky nam 2020 khuyén céo chung cho
nhitng ngudi da diéu tri ung thu dau co: Xét sang loc siéu am dong mach canh
mdi 2—5 nam ddi véi bénh nhan duoc chiéu xa ving cd.

Nghién ciru ndy khong ghi nhan duoc van dé suy chirc nang giap do xa tri.
Piéu nay 1a do cach danh gia va ghi nhan théng tin. C6 18, trong qua trinh tham
kham dinh ki, nhitng ngudi €6 tién st xa tri ung thu vom khéng dugc chi dinh
kiém tra chirc ning giap. Bén canh d6, ban than suy tuyén giap nhe thuong c6 cac

triéu ching khong rd rang, mot sé dau hiéu, du khong dic hiéu: An khong ngon
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miéng, giam tri nhg, it hitng tha tinh duc trén nhém ngudi ¢ thé thudng bi bo s6t,
coi nhu 13 céc tinh hudng thuong gap sau diéu tri ung thu.
4.3.2.2. Hep dong mach canh sau Xa tri

Phoi nhidm véi bic xa ion hda & ving dau cb da dugc chung minh 12 1am
tang it nhat gap d6i nguy co twong d6i cac con thiéu mau nio thoang qua va dot
quy. Trong tong quan hé théng va phan tich tdng hop danh ti 1& mac va mac do
hep d6ng mach canh sau xa tri ung thu dau c6 (2020), Texakalidis va cong su da
téng hop tir 19 nghién ctu va 1479 ca 24, Két qua cho thay ti 1é hep dong mach
canh >50%, >70% va tac dong mach canh lan luot 1a 25% (95% Cl: 19%-32%),
12% (95% CI: 7%-17%), va 4% (95% CI: 2%-8%). Ti 1€ hep dong mach canh liy
ké 12 thang >50% 13 4% (95% Cl: 2%-5%), 24 thang 14 12% (95% Cl: 9%-15%),
va 36 thang 1a 21% (95% Cl: 9%-36%). Cac tac gia két luan l1a ti 18 hep dong
mach canh hang ndm > 50% mdi ndm trong 3 nim dau sau xa tri. C4c tac gia ciing
dé xuat can sang loc bang siéu 4am Doppler hang nam thuong xuyén tir mot nam
sau Xa tri ung thu dau cd.

Phan tich tong hop danh gia hep dong mach canh sau Xa tri ung thu vom
hong (2019), Wang Liao va cong su di phan tich cac cong bd hep dong mach canh
& nhitng bénh nhan nhan xa tri so véi nhitng nguoi khong xa tri va trén kiém tra
sic khoe néi chungs. Két qua phan tich tir 12 nghién ciu vai tong cong 1928 ca
bénh cho thay xa tri 1am tng ti 1& hep cao hon c6 ¥ nghia thong ké (ti 1 nguy co
gop, pooled risk ratio = 4,17 [2,44; 7,10], p < 0,00001) va ti I€ hep tir 50% tro 1€n
(ti 1é nguy co gop = 8,72 [3,53; 21,55], p < 0,00001). Céc tac gia két luan rang
sau Xa tri, ngudi bénh ung thu vom c6 nguy co cao bi hep dong mach canh va can
duoc kham sang loc sau khi diéu tri.

O nghién ctru nay, trong sé cac ca tir vong co 4 ca dot quy khong rd nguyén
nhan, 7 ca do tai bién mach mau no, 1 ca bi hén mé chua rd nguyén nhan. Cac
ca nay, clng véi di liéu tir cac nghién ciru nudc ngoai, ¢ thé goi y ¢o lién quan
dén hep dong mach canh sau xa tri. Puoc biét, siéu &m mach canh ciing chua dugc

chi dinh thudng quy cho nhitng nguoi ¢d tién st diéu tri ung thu vom hong tai
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bénh vién K. Trong twong lai, kiém tra hé mach canh nén dugc chi dinh thuong
quy cho tat ca céc ca c6 tién sir diéu tri ung thu vom hong noi riéng va xa tri cac

ung thu dau ¢6 néi chung.
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KET LUAN
Tir 282 ca duoc ung thu vom hong giai doan 11-1VB, diéu tri bang hoa xa tri
ddng thoi ngay 1,22,43 vai co/khdng hda tri bd tro, véi thoi gian theo ddi trung
binh 123 thang cho c4c bénh nhan con séng cho thay:
Két qua diéu tri
Séng thém va mét so yéu to lién quan

Ti 16 song thém toan bo 5 nim dat 58,6%; 10 nim dat 40,3%.

Tai phat tai chd, tai viing chiém 6,7% (19/282 ca). Di can xa chiém 28,4%
(80/282 ca).

Ung thu thr hai chiém 2,1% (6/282 ca).

Mot s6 yéu to lién quan dén séng thém toan bo cao hon c¢6 y nghia thong
ké 1a tudi <50; da 3 ngay hoda tri khi hoa xa dong thoi va thuc hién du 3 dot hoa
tri.

Bién c6 bat loi man tinh

C6 9 ca tir vong do bién ¢ bat loi man tinh cua xa tri.

Ba bién c6 bat loi man tinh do6 3-4 gdp nhiéu nhat 1a giam thinh lyc (23%),
sau rang (22%) va u tai (13,1%).

Chat lwgng cudc song & ngudi co séng thém khong bénh tir 5 nam tré 1én va
tac dong cia bién cé bat lgi man tinh
Piém trung binh vé chdt lwong cugc song

Chéat lugng cudc sdng tong thé dat trung binh 62,9 diém. Vé diém trung
binh cac chitrc nang, chirc nang thé chét: 83,7 diém, chiic nang vai tro: 78,6 diém;
chuic nang cam xuc: 75,4 diém; chic nang nhan thic: 78,1 diém; chic nang xa
hoi: 65,4 diém.

Trong sé diém trung binh vé chat luong cudc song trong ung thu dau co, ba
diém cao nhat theo xép theo tht tu tir trén xuéng lan luot 1a khd miéng (63,9);
rang (58,7) va nudc bot dinh (56,2).
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Bdt loi man tinh d@é > 2 danh hwong I6n dén diém trung binh chat liwong cugc
séng cat 18i, cu thé 1a cac triéu chizng khd miéng man tinh, mét méi man tinh; dau

man tinh; khd nuét; U tai; giam thinh luc; sau rdang; ton thirong than kinh sp néo.
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KIEN NGHI
Moi ngudi bénh ung thu vom hong can duoc tu van ngay trong thoi gian diéu tri
dé thuc hién tét;
1. Theo doi dinh Ki vai chuyén gia nha khoa.

2. Pugc danh gia hang nam vé tinh trang thinh lyc vai chuyén gia thinh luc.



DANH MUC CAC CONG TRINH KHOA HQC PA CONG BO
LIEN QUAN PEN PE TAI LUAN AN

1. Tran Hung, Ngd Thanh Tung, Tran Thi Thanh Huong. Tong quan mai
lien quan giira chét lwgng cudc séng va thoi gian séng thém ¢ nguwdi bénh ung
thw dau co. Tap chiy hoc Viét Nam, Tap 471, s6 10 ndm 2018, trang 306-312

2. Tran Hing, Ngé Thanh Tung, Tran Thi Thanh Huong. Khio sat buéc
dau chat lwong cudc song cia ngudi bénh sau hon 5 nim diéu tri ung thw
vom miii hong tai bénh vién K. Tap chi ung thu hoc Viét Nam, sé 2-2019, trang
223-221.

3. Tran Hung, Ngé Thanh Tung, Tran Thi Thanh Huong, Nguyén Tién
Quang. Ung thw thw hai sau hda xa tri ung thw vom hong: Bao cao ca bénh
va nhin lai y vin. Tap chi ung thu hoc Viét Nam, s6 3 nim 2020, trang 241-244.

4. Tran Hung, Ngd Thanh Tang, Tran Thi Thanh Huong, Trinh Hung Manh.
Sau ring sau xa tri ung thw biéu mé vom miii hong: bao cao trwong hop bénh
va nhin lai y vian. Tap chi y duoc hoc, s6 18 thang 4.2021, trang 173-176.

5. Tran Hung, Ngd Thanh Tung, Tran Thi Thanh Huong, Nguyén Ngoc
Hoang. Viém tily c6 sau hda xa tri ung thw vom: Bao cdo trwong hep bénh va
nhin lai y vin. Tap chi y duoc hoc, sb 53 thang 7.2022, trang 11-14.

6. Tran Hung, Ngb Thanh Tung, Tran Thi Thanh Huong. Két qua 10 nim
sau hoa xa tri bénh nhan ung thw vom hong giai doan 11 tai bénh vién K. Tap
chi ung thu hoc Viét Nam, s 2-2022, trang 225-231.

7. Tran Hung, Ngb Thanh Tung, Tran Thi Thanh Huong. Bénh nhan séng
hon 5 nim sau héa xa tri ung thw vom hong: Chdt lirong cugc séng va dnh
hwéng cia U tai mgn tinh. Tap chi' Y - Dugc Lam sang 108, Tap 18 - Sé dic biét
5/2023: Hoi nghi khoa hoc Xa tri ung thu nam 2023, trang 178-185.

8. Tran Hung, Ngd Thanh Tung, Tran Thi Thanh Huong. Két qua séng thém
10 nam cua bénh nhin ung thw vom miii hong giai doan I1-1VB sau hda xa
dong thoi tai bénh vién K. Tap chi y hoc Viét Nam, tap 528 Sé 1 (2023), trang
4-8.



9. Tran Hung, Ngd Thanh Tung, Tran Thi Thanh Huong. Anh hwéng ciaa
dau man tinh dén chat lwong cudc séng sau hon 5 nim héa xa tri ung thw
vOm hong tai bénh vién K. Tap chi'y hoc Viét Nam, tap 528 Sé 2 (2023), trang
311-315.



TAI LIEU THAM KHAO

1. Sung H, Ferlay J, Siegel RL, et al. Global Cancer Statistics 2020:
GLOBOCAN Estimates of Incidence and Mortality Worldwide for 36 Cancers in
185 Countries. CA Cancer J Clin. May 2021;71(3):209-249.
doi:10.3322/caac.21660

2. Salehiniya H, Mohammadian M, Mohammadian-Hafshejani A, Mahdavifar
N. Nasopharyngeal cancer in the world: epidemiology, incidence, mortality and
risk factors. World cancer research journal. 2018;5(1)

3.  LvJW, Huang XD, Chen YP, et al. A National Study of Survival Trends and
Conditional Survival in Nasopharyngeal Carcinoma: Analysis of the National
Population-Based Surveillance Epidemiology and End Results Registry. Cancer
Res Treat. Apr 2018;50(2):324-334. doi:10.4143/crt.2016.544

4. AuKH, Ngan RKC, Ng AWY, et al. Treatment outcomes of nasopharyngeal
carcinoma in modern era after intensity modulated radiotherapy (IMRT) in Hong
Kong: A report of 3328 patients (HKNPCSG 1301 study). Oral Oncol. Feb
2018;77:16-21. doi:10.1016/j.oraloncology.2017.12.004

5. Benjamin H. Lok JS FH, Nadeem Riaz, Shyam S. Rao, and Nancy Y. Lee.
41. Nasopharynx

In: Halperin EC, Brady LW, Wazer DE, Perez CA, eds. Perez & Brady's
principles and practice of radiation oncology

Lippincott Williams & Wilkins; 2013:730-760.

6. McDowell L, Corry J, Ringash J, Rischin D. Quality of Life, Toxicity and
Unmet Needs in Nasopharyngeal Cancer Survivors. Front Oncol. 2020;10:930.
doi:10.3389/fonc.2020.00930

7. Cooper JS, Scott C, Marcial V, et al. The relationship of nasopharyngeal
carcinomas and second independent malignancies based on the Radiation Therapy
Oncology Group experience. Cancer. Mar 15 1991;67(6):1673-7.
doi:10.1002/1097-0142(19910315)67:6<1673::aid-cncr2820670632>3.0.c0;2-1
8. Wee J. Concurrent Chemotherapy-Enhanced Radiation: Trials and
Conclusions. In: J. J. Lu JSC, A. W. M. Lee, ed. Nasopharyngeal Cancer:
Multidisciplinary Management. Springer Berlin, Heidelberg; 2010:167-181.

9. Kasper BJTo. The EORTC QLQ-C30 Summary Score as a Prognostic Factor
for Survival of Patients with Cancer: A Commentary. 2020;25(4):e610.

10. Yu H, Yin X, Mao Y, Chen M, Tang Q, Yan S. The global burden of
nasopharyngeal carcinoma from 2009 to 2019: an observational study based on
the Global Burden of Disease Study 2019. Eur Arch Otorhinolaryngol. Mar
2022;279(3):1519-1533. d0i:10.1007/s00405-021-06922-2

11. Abreu |, Roriz D, Soares PB, Moreira A, Caseiro F. CT neck anatomy
demystified. European Congress of Radiology 2016; 2016:

12. Mahul B. Amin SBE, Frederick L. Greene, David R. Byrd, Robert K.
Brookland, Mary Kay Washington, Jeffrey E. Gershenwald, Carolyn C. Compton,



Kenneth R. Hess, Daniel C. Sullivan, J. Milburn Jessup, James D. Brierley, Lauri
E. Gaspar, Richard L. Schilsky, Charles M. Balch, David P. Winchester, Elliot A.
Asare, Martin Madera, Donna M. Gress, Laura R. Meyer. AJCC Cancer Staging
Manual 8th Edition. AJCC cancer staging manual. Springer Cham; 2017.

13. Sharif SET, Zawawi N, Yajid Al, Shukri NM, Mohamad I. Pathology
classification of nasopharyngeal carcinoma. In: Abdullah B, Balasubramanian A,
Lazim NM, eds. An Evidence-Based Approach to the Management of
Nasopharyngeal Cancer. Academic Press; 2020:73-92.

14. Chiang CL, Guo Q, Ng WT, et al. Prognostic Factors for Overall Survival in
Nasopharyngeal Cancer and Implication for TNM Staging by UICC: A
Systematic Review of the Literature. Front Oncol. 2021;11:703995.
doi:10.3389/fonc.2021.703995

15. Xie W, Yan O, Liu F, Han Y, Wang H. Prognostic Value of Survivin in
Nasopharyngeal Carcinoma: A Systematic Review and Meta-analysis. J Cancer.
2021;12(14):4399-4407. doi:10.7150/jca.46282

16. Aronson JK. When | use a word . . . Medical definitions: adverse events,
effects, and reactions. Bmj. Apr 21 2023;381:917. doi:10.1136/bmj.p917

17. Mosby's Medical Dictionary - E-Book: Mosby's Medical Dictionary - E-
Book. Elsevier Health Sciences; 2012,

18. Miller TP, Fisher BT, Getz KD, et al. Unintended consequences of evolution
of the Common Terminology Criteria for Adverse Events. Pediatr Blood Cancer.
Jul 2019;66(7):e27747. doi:10.1002/pbc.27747

19. Gilbert A, Piccinin C, Velikova G, et al. Linking the European Organisation
for Research and Treatment of Cancer Item Library to the Common Terminology
Criteria for Adverse Events. J Clin Oncol. Nov 10 2022;40(32):3770-3780.
doi:10.1200/jc0.21.02017

20. Lee AWM, Tung SY, Ng WT, et al. A multicenter, phase 3, randomized trial
of concurrent chemoradiotherapy plus adjuvant chemotherapy versus
radiotherapy alone in patients with regionally advanced nasopharyngeal
carcinoma: 10-year outcomes for efficacy and toxicity. Cancer. Nov 1
2017;123(21):4147-4157. doi:10.1002/cncr.30850

21. Lee AW, Ng W, Hung W, et al. Major late toxicities after conformal
radiotherapy for nasopharyngeal carcinoma—patient-and treatment-related risk
factors. International Journal of Radiation Oncology* Biology* Physics.
2009;73(4):1121-1128.

22. Sanguineti G, Geara FB, Garden AS, et al. Carcinoma of the nasopharynx
treated by radiotherapy alone: determinants of local and regional control. Int J
Radiat Oncol Biol Phys. Mar 15 1997;37(5):985-96. do0i:10.1016/s0360-
3016(97)00104-1

23. Perez CA. 35. Nasopharynx

In: Carlos A. Perez LWB, ed. Perez & Brady's principles and practice of radiation
oncology, 3rd Edition

Lippincott-Ravens; 1998:897-940.



24. Lee AW, Law SC, Ng SH, et al. Retrospective analysis of nasopharyngeal
carcinoma treated during 1976-1985: late complications following megavoltage
irradiation. Br J Radiol. Oct 1992;65(778):918-28. doi:10.1259/0007-1285-65-
778-918

25. Yeh SA, Tang Y, Lui CC, Huang YJ, Huang EY. Treatment outcomes and
late complications of 849 patients with nasopharyngeal carcinoma treated with
radiotherapy alone. Int J Radiat Oncol Biol Phys. Jul 1 2005;62(3):672-9.
d0i:10.1016/j.ijrobp.2004.11.002

26. Leung TW, Tung SY, Sze WK, et al. Treatment results of 1070 patients with
nasopharyngeal carcinoma: an analysis of survival and failure patterns. Head
Neck. Jul 2005;27(7):555-65. doi:10.1002/hed.20189

27. Wang C, Wang F, Min X, et al. Toxicities of chemoradiotherapy and
radiotherapy in nasopharyngeal carcinoma: an updated meta-analysis. J Int Med
Res. Jul 2019;47(7):2832-2847. doi:10.1177/0300060519858031

28. Lee N, Xia P, Akazawa P, et al. Intensity-modulated radiotherapy in the
treatment of nasopharyngeal carcinoma: an update of the UCSF experience.
International Journal of Radiation Oncology, Biology, Physics. 2001;51(3):81-
82.

29. Bucci M, Xia P, Lee N, et al. Intensity modulated radiation therapy for
carcinoma of the nasopharynx: an update of the UCSF experience. International
Journal of Radiation Oncology, Biology, Physics. 2004;60(1):S317-S318.

30. Wolden SL, Chen WC, Pfister DG, Kraus DH, Berry SL, Zelefsky MJ.
Intensity-modulated radiation therapy (IMRT) for nasopharynx cancer: update of
the Memorial Sloan-Kettering experience. Int J Radiat Oncol Biol Phys. Jan 1
2006;64(1):57-62. doi:10.1016/j.ijrobp.2005.03.057

31. Kam MK, Teo PM, Chau RM, et al. Treatment of nasopharyngeal carcinoma
with intensity-modulated radiotherapy: the Hong Kong experience. Int J Radiat
Oncol Biol Phys. Dec 1 2004;60(5):1440-50. doi:10.1016/j.ijrobp.2004.05.022
32. Chong Z. Improved local control with intensity modulated radiation therapy
in patients with nasopharyngeal carcinoma. International Journal of Radiation
Oncology, Biology, Physics. 2004;60(1):S317.

33. Kwong DL, Pow EH, Sham JS, et al. Intensity-modulated radiotherapy for
early-stage nasopharyngeal carcinoma: a prospective study on disease control and
preservation of salivary function. Cancer. Oct 1 2004;101(7):1584-93.
doi:10.1002/cncr.20552

34. Kwong DL, Sham JS, Leung LH, et al. Preliminary results of radiation dose
escalation for locally advanced nasopharyngeal carcinoma. Int J Radiat Oncol
Biol Phys. Feb 1 2006;64(2):374-81. doi:10.1016/j.ijrobp.2005.07.968

35. Benjamin H. Lok JEL, and Nancy Y. Lee. CHAPTER 44: Nasopharynx. In:
Edward C. Halperin DEW, Carlos A. Perez, Luther W. Brady., ed. Perez &
Brady’s Principles an d Practice of Radiation Oncology, Seventh Edition. \Wolters
Kluwer; 20109.



36. Chen YP, Ismaila N, Chua MLK, et al. Chemotherapy in Combination With
Radiotherapy for Definitive-Intent Treatment of Stage II-IVA Nasopharyngeal
Carcinoma: CSCO and ASCO Guideline. J Clin Oncol. Mar 1 2021;39(7):840-
859. d0i:10.1200/JC0.20.03237

37. Lee AW, Ng WT, Pan JJ, et al. International guideline for the delineation of
the clinical target volumes (CTV) for nasopharyngeal carcinoma. Radiother
Oncol. Jan 2018;126(1):25-36. doi:10.1016/j.radonc.2017.10.032

38. Manavis J, Sivridis L, Koukourakis MI. Nasopharyngeal carcinoma: the
impact of CT-scan and of MRI on staging, radiotherapy treatment planning, and
outcome of the disease. Clin Imaging. Mar-Apr 2005;29(2):128-33.
doi:10.1016/j.clinimag.2004.04.004

39. Liao X-B, Mao Y-P, Liu L-Z, et al. How does magnetic resonance imaging
influence staging according to AJCC staging system for nasopharyngeal
carcinoma compared with computed tomography? International Journal of
Radiation Oncology* Biology* Physics. 2008;72(5):1368-1377.

40. Brouwer CL, Steenbakkers RJ, Bourhis J, et al. CT-based delineation of
organs at risk in the head and neck region. DAHANCA, EORTC, GORTEC,
HKNPCSG, NCIC CTG, NCRI, NRG Oncology and TROG consensus
guidelines. Radiotherapy and Oncology. 2015;117(1):83-90.

41. SunY, Yu X-L, Luo W, et al. Recommendation for a contouring method and
atlas of organs at risk in nasopharyngeal carcinoma patients receiving intensity-
modulated radiotherapy. Radiotherapy and oncology. 2014;110(3):390-397.

42. Lee AW, NgWT, Pan JJ, et al. International Guideline on Dose Prioritization
and Acceptance Criteria in Radiation Therapy Planning for Nasopharyngeal
Carcinoma. Int J Radiat Oncol Biol Phys. Nov 1 2019;105(3):567-580.
doi:10.1016/j.ijrobp.2019.06.2540

43. Ou X, Miao Y, Wang X, Ding J, He X, Hu C. The feasibility analysis of
omission of elective irradiation to level IB lymph nodes in low-risk
nasopharyngeal carcinoma based on the 2013 updated consensus guideline for
neck nodal levels. Radiat Oncol. Aug 18 2017;12(1):137. doi:10.1186/s13014-
017-0869-x

44, Zhang F, Cheng YK, Li WF, et al. Investigation of the feasibility of elective
irradiation to neck level Ib using intensity-modulated radiotherapy for patients
with nasopharyngeal carcinoma: a retrospective analysis. BMC Cancer. Oct 15
2015;15(1):709. doi:10.1186/s12885-015-1669-z

45. Co JL, Mejia MBA, Dizon JMR. Evidence on effectiveness of upper neck
irradiation versus whole neck irradiation as elective neck irradiation in node-
negative nasopharyngeal cancer: a meta-analysis. Journal of global oncology.
2016;4:1-11.

46. Li JG, Yuan X, Zhang LL, et al. A randomized clinical trial comparing
prophylactic upper versus whole-neck irradiation in the treatment of patients with
node-negative nasopharyngeal carcinoma. Cancer. Sep 1 2013;119(17):3170-6.
doi:10.1002/cncr.28201



47. GaoY, Zhu G, Lu J, etal. Is elective irradiation to the lower neck necessary
for NO nasopharyngeal carcinoma? International Journal of Radiation Oncology™*
Biology* Physics. 2010;77(5):1397-1402.

48. Tang LL, Tang XR, Li WF, et al. The feasibility of contralateral lower neck
sparing intensity modulation radiated therapy for nasopharyngeal carcinoma
patients with unilateral cervical lymph node involvement. Oral Oncol. Jun
2017;69:68-73. doi:10.1016/j.oraloncology.2017.03.010

49. Xiao F, Dou S, Li Y, et al. Omitting the lower neck and sparing the glottic
larynx in node-negative nasopharyngeal carcinoma was safe and feasible, and
improved patient-reported voice outcomes. Clinical and Translational Oncology.
2019;21(6):781-789.

50. Lee NY, Kong L, Tam M, Lu JJ. Intensity-Modulated Radiation Therapy for
Nasopharyngeal Cancer. In: Ma J, Lee NY, Lu JJ, eds. Nasopharyngeal Cancer:
A Practical Guide on Diagnosis and Treatment. Springer International
Publishing; 2021:71-81.

51. Al-Sarraf M, LeBlanc M, Giri PG, et al. Chemoradiotherapy versus
radiotherapy in patients with advanced nasopharyngeal cancer. phase Il
randomized Intergroup study 0099. J Clin Oncol. Apr 1998;16(4):1310-7.
doi:10.1200/JC0.1998.16.4.1310

52. Lv JW, Zhou GQ, Li JX, et al. Magnetic Resonance Imaging-Detected
Tumor Residue after Intensity-Modulated Radiation Therapy and its Association
with Post-Radiation Plasma Epstein-Barr Virus Deoxyribonucleic Acid in
Nasopharyngeal Carcinoma. J Cancer. 2017;8(5):861-869.
doi:10.7150/jca.17957

53. HeY, Zhou Q, Shen L, et al. A retrospective study of the prognostic value
of MRI-derived residual tumors at the end of intensity-modulated radiotherapy in
358 patients with locally-advanced nasopharyngeal carcinoma. Radiat Oncol. Apr
15 2015;10:89. d0i:10.1186/s13014-015-0401-0

54. Huang X, Chen X, Zhao C, et al. Adding Concurrent Chemotherapy to
Intensity-Modulated Radiotherapy Does Not Improve Treatment Outcomes for
Stage Il Nasopharyngeal Carcinoma: A Phase 2 Multicenter Clinical Trial. Front
Oncol. 2020;10:1314. doi:10.3389/fonc.2020.01314

55. Wu X, Huang P, Peng P, et al. Long-term follow-up of a phase Ill study
comparing radiotherapy with or without weekly oxaliplatin for locoregionally
advanced nasopharyngeal carcinoma. 2013;24(8):2131-2136.

56. Chen Y, Sun Y, Liang SB, et al. Progress report of a randomized trial
comparing long-term survival and late toxicity of concurrent chemoradiotherapy
with adjuvant chemotherapy versus radiotherapy alone in patients with stage 111
to IVB nasopharyngeal carcinoma from endemic regions of China. Cancer. Jun
15 2013;119(12):2230-8. doi:10.1002/cncr.28049

57. Lee AW, Tung SY, Chan AT, et al. A randomized trial on addition of
concurrent-adjuvant chemotherapy and/or accelerated fractionation for locally-



advanced nasopharyngeal carcinoma. Radiother Oncol. Jan 2011;98(1):15-22.
doi:10.1016/j.radonc.2010.09.023

58. Wee J, Tan EH, Tai BC, et al. Randomized trial of radiotherapy versus
concurrent chemoradiotherapy followed by adjuvant chemotherapy in patients
with American Joint Committee on Cancer/International Union against cancer
stage 11l and IV nasopharyngeal cancer of the endemic variety. J Clin Oncol. Sep
20 2005;23(27):6730-8. doi:10.1200/JC0.2005.16.790

59. Chan AT, Leung S, Ngan RK, et al. Overall survival after concurrent
cisplatin—radiotherapy compared with radiotherapy alone in locoregionally
advanced nasopharyngeal carcinoma. Journal of the National Cancer Institute.
2005;97(7):536-539.

60. Kwong DL, Sham JS, Au GK, et al. Concurrent and adjuvant chemotherapy
for nasopharyngeal carcinoma: a factorial study. J Clin Oncol. Jul 1
2004;22(13):2643-53. d0i:10.1200/JC0O.2004.05.173

61. Lin J-C, Jan J-S, Hsu C-Y, Liang W-M, Jiang R-S, Wang W-Y. Phase IlI
study of concurrent chemoradiotherapy versus radiotherapy alone for advanced
nasopharyngeal carcinoma: positive effect on overall and progression-free
survival. Journal of clinical oncology. 2003;21(4):631-637.

62. Blanchard P, Lee A, Marguet S, et al. Chemotherapy and radiotherapy in
nasopharyngeal carcinoma: an update of the MAC-NPC meta-analysis. Lancet
Oncol. Jun 2015;16(6):645-55. doi:10.1016/S1470-2045(15)70126-9

63. Chen L, Hu CS, Chen XZ, et al. Concurrent chemoradiotherapy plus
adjuvant chemotherapy versus concurrent chemoradiotherapy alone in patients
with locoregionally advanced nasopharyngeal carcinoma: a phase 3 multicentre
randomised controlled trial. Lancet Oncol. Feb 2012;13(2):163-71.
doi:10.1016/S1470-2045(11)70320-5

64. Chen L, Hu CS, Chen XZ, et al. Adjuvant chemotherapy in patients with
locoregionally advanced nasopharyngeal carcinoma: Long-term results of a phase
3 multicentre randomised controlled trial. Eur J Cancer. Apr 2017;75:150-158.
doi:10.1016/j.ejca.2017.01.002

65. Chan ATC, Hui EP, Ngan RKC, et al. Analysis of Plasma Epstein-Barr Virus
DNA in Nasopharyngeal Cancer After Chemoradiation to Identify High-Risk
Patients for Adjuvant Chemotherapy: A Randomized Controlled Trial. J Clin
Oncol. Jul 10 2018;36(31):JC0O2018777847. doi:10.1200/JC0O.2018.77.7847

66. YouR, Cao YS, Huang PY, etal. The Changing Therapeutic Role of Chemo-
radiotherapy for Loco-regionally Advanced Nasopharyngeal Carcinoma from
Two/Three-Dimensional Radiotherapy to Intensity-Modulated Radiotherapy: A
Network Meta-Analysis. Theranostics. 2017;7(19):4825-4835.
doi:10.7150/thno.21815

67. Yan M, Kumachev A, Siu LL, Chan KK. Chemoradiotherapy regimens for
locoregionally advanced nasopharyngeal carcinoma: A Bayesian network meta-
analysis. Eur J Cancer. Aug 2015;51(12):1570-9. doi:10.1016/j.ejca.2015.04.027



68. Chen YP, Wang ZX, Chen L, et al. A Bayesian network meta-analysis
comparing concurrent chemoradiotherapy followed by adjuvant chemotherapy,
concurrent chemoradiotherapy alone and radiotherapy alone in patients with
locoregionally advanced nasopharyngeal carcinoma. Ann Oncol. Jan
2015;26(1):205-211. doi:10.1093/annonc/mdu507

69. Ribassin-Majed L, Marguet S, Lee AW, et al. What is the best treatment of
locally advanced nasopharyngeal carcinoma? An individual patient data network
meta-analysis. Journal of Clinical Oncology. 2017;35(5):498.

70. Chen Y, Liu MZ, Liang SB, et al. Preliminary results of a prospective
randomized trial comparing concurrent chemoradiotherapy plus adjuvant
chemotherapy with radiotherapy alone in patients with locoregionally advanced
nasopharyngeal carcinoma in endemic regions of china. Int J Radiat Oncol Biol
Phys. Aug 1 2008;71(5):1356-64. doi:10.1016/j.ijrobp.2007.12.028

71. Lee AW, Lau WH, Tung SY, et al. Preliminary results of a randomized study
on therapeutic gain by concurrent chemotherapy for regionally-advanced
nasopharyngeal carcinoma: NPC-9901 Trial by the Hong Kong Nasopharyngeal
Cancer Study Group. J Clin Oncol. Oct 1 2005;23(28):6966-75.
doi:10.1200/JC0.2004.00.7542

72. Lee AW, Tung SY, Chan AT, et al. Preliminary results of a randomized study
(NPC-9902 Trial) on therapeutic gain by concurrent chemotherapy and/or
accelerated fractionation for locally advanced nasopharyngeal carcinoma. Int J
Radiat Oncol Biol Phys. Sep 1 2006;66(1):142-51.
d0i:10.1016/j.ijrobp.2006.03.054

73. Chen YP, Chan ATC, Le QT, Blanchard P, Sun Y, Ma J. Nasopharyngeal
carcinoma. Lancet. Jul 6 2019;394(10192):64-80. d0i:10.1016/S0140-
6736(19)30956-0

74. Chua DT, Ma J, Sham JS, et al. Long-term survival after cisplatin-based
induction chemotherapy and radiotherapy for nasopharyngeal carcinoma: a
pooled data analysis of two phase Il trials. J Clin Oncol. Feb 20 2005;23(6):1118-
24. doi:10.1200/JC0.2005.12.081

75. Tan T, Lim WT, Fong KW, et al. Concurrent chemo-radiation with or
without induction gemcitabine, Carboplatin, and Paclitaxel: a randomized, phase
2/3 trial in locally advanced nasopharyngeal carcinoma. Int J Radiat Oncol Biol
Phys. Apr 1 2015;91(5):952-60. doi:10.1016/j.ijrobp.2015.01.002

76. Fountzilas G, Ciuleanu E, Bobos M, et al. Induction chemotherapy followed
by concomitant radiotherapy and weekly cisplatin versus the same concomitant
chemoradiotherapy in patients with nasopharyngeal carcinoma: a randomized
phase Il study conducted by the Hellenic Cooperative Oncology Group (HeCOG)
with  biomarker evaluation. Ann Oncol. Feb 2012;23(2):427-35.
doi:10.1093/annonc/mdr116

77. Hui EP, Ma BB, Leung SF, et al. Randomized phase Il trial of concurrent
cisplatin-radiotherapy with or without neoadjuvant docetaxel and cisplatin in



advanced nasopharyngeal carcinoma. J Clin Oncol. Jan 10 2009;27(2):242-9.
doi:10.1200/JC0.2008.18.1545

78. Li WF, Chen NY, Zhang N, et al. Concurrent chemoradiotherapy
with/without induction chemotherapy in locoregionally advanced nasopharyngeal
carcinoma: Long-term results of phase 3 randomized controlled trial. Int J Cancer.
Jul 12019;145(1):295-305. doi:10.1002/ijc.32099

79. SunY, Li WF, Chen NY, et al. Induction chemotherapy plus concurrent
chemoradiotherapy versus concurrent chemoradiotherapy alone in locoregionally
advanced nasopharyngeal carcinoma: a phase 3, multicentre, randomised
controlled trial. Lancet Oncol. Nov 2016;17(11):1509-1520. doi:10.1016/S1470-
2045(16)30410-7

80. Yang Q, Cao SM, Guo L, et al. Induction chemotherapy followed by
concurrent chemoradiotherapy versus concurrent chemoradiotherapy alone in
locoregionally advanced nasopharyngeal carcinoma: long-term results of a phase
I11 multicentre randomised controlled trial. Eur J Cancer. Sep 2019;119:87-96.
doi:10.1016/j.ejca.2019.07.007

81. Cao SM, Yang Q, Guo L, et al. Neoadjuvant chemotherapy followed by
concurrent chemoradiotherapy versus concurrent chemoradiotherapy alone in
locoregionally advanced nasopharyngeal carcinoma: A phase Il multicentre
randomised controlled trial. Eur J Cancer. Apr 2017;75:14-23.
d0i:10.1016/j.ejca.2016.12.039

82. Zhang Y, Chen L, Hu GQ, et al. Gemcitabine and Cisplatin Induction
Chemotherapy in Nasopharyngeal Carcinoma. N Engl J Med. Sep 19
2019;381(12):1124-1135. doi:10.1056/NEJM0al1905287

83. Chen YP, Tang LL, Yang Q, et al. Induction Chemotherapy plus Concurrent
Chemoradiotherapy in Endemic Nasopharyngeal Carcinoma: Individual Patient
Data Pooled Analysis of Four Randomized Trials. Clin Cancer Res. Apr 15
2018;24(8):1824-1833. d0i:10.1158/1078-0432.CCR-17-2656

84. Frikha M, Auperin A, Tao Y, et al. A randomized trial of induction
docetaxel-cisplatin-5FU  followed by concomitant cisplatin-RT  versus
concomitant cisplatin-RT in nasopharyngeal carcinoma (GORTEC 2006-02). Ann
Oncol. Mar 1 2018;29(3):731-736. doi:10.1093/annonc/mdx770

85. Lee AWM, Ngan RKC, Ng WT, et al. NPC-0501 trial on the value of
changing chemoradiotherapy sequence, replacing 5-fluorouracil  with
capecitabine, and altering fractionation for patients with advanced
nasopharyngeal carcinoma. Cancer. Aug 15 2020;126(16):3674-3688.
doi:10.1002/cncr.32972

86. Lee AW, Ngan RK, Tung SY, et al. Preliminary results of trial NPC-0501
evaluating the therapeutic gain by changing from concurrent-adjuvant to
induction-concurrent chemoradiotherapy, changing from fluorouracil to
capecitabine, and changing from conventional to accelerated radiotherapy
fractionation in patients with locoregionally advanced nasopharyngeal carcinoma.
Cancer. Apr 15 2015;121(8):1328-38. doi:10.1002/cncr.29208



87. Guo R, Tang LL, Mao YP, et al. Proposed modifications and incorporation
of plasma Epstein-Barr virus DNA improve the TNM staging system for Epstein-
Barr virus-related nasopharyngeal carcinoma. Cancer. Jan 1 2019;125(1):79-89.
doi:10.1002/cncr.31741

88. Lee VHF, Kwong DLW, Leung TW, et al. The addition of pretreatment
plasma Epstein—Barr virus DNA into the eighth edition of nasopharyngeal cancer
TNM stage classification. International Journal of Cancer. 2019;144(7):1713-
1722.

89. Hui EP, Li WF, Ma BB, et al. Integrating postradiotherapy plasma Epstein-
Barr virus DNA and TNM stage for risk stratification of nasopharyngeal
carcinoma to adjuvant therapy. Ann Oncol. Jun 2020;31(6):769-779.
doi:10.1016/j.annonc.2020.03.289

90. Lee VHF, Lam KO, Lee AWM. Chapter 10 - Standard of Care for
Nasopharyngeal Carcinoma (2018-2020). In: Lee AWM, Lung ML, Ng WT, eds.
Nasopharyngeal Carcinoma. Academic Press; 2019:205-238.

91. Pan JJ, Ng WT, Zong JF, et al. Proposal for the 8th edition of the
AJCC/UICC staging system for nasopharyngeal cancer in the era of intensity-
modulated radiotherapy. Cancer. Feb 15 2016;122(4):546-58.
doi:10.1002/cncr.29795

92. Lin J-C. The Use of the EBV Blood Test in Clinical Management Decision.
In: Ma J, Lee NY, Lu JJ, eds. Nasopharyngeal Cancer: A Practical Guide on
Diagnosis and Treatment. Springer International Publishing; 2021:113-131.

93. Chan AT, Lo YM, Zee B, et al. Plasma Epstein-Barr virus DNA and residual
disease after radiotherapy for undifferentiated nasopharyngeal carcinoma. J Natl
Cancer Inst. Nov 6 2002;94(21):1614-9. doi:10.1093/jnci/94.21.1614

94. Lin JC, Wang WY, Chen KY, et al. Quantification of plasma Epstein-Barr
virus DNA in patients with advanced nasopharyngeal carcinoma. N Engl J Med.
Jun 10 2004;350(24):2461-70. doi:10.1056/NEJM0a032260

95. LinJC, Wang WY, Liang WM, et al. Long-term prognostic effects of plasma
epstein-barr virus DNA by minor groove binder-probe real-time quantitative PCR
on nasopharyngeal carcinoma patients receiving concurrent chemoradiotherapy.
Int J Radiat Oncol Biol Phys. Aug 1 2007;68(5):1342-8.
doi:10.1016/j.ijrobp.2007.02.012

96. Wang WY, Twu CW, Chen HH, et al. Long-term survival analysis of
nasopharyngeal carcinoma by plasma Epstein-Barr virus DNA levels. Cancer.
Mar 1 2013;119(5):963-70. doi:10.1002/cncr.27853

97. LeQT,Jones CD, Yau TK, et al. A comparison study of different PCR assays
in measuring circulating plasma epstein-barr virus DNA levels in patients with
nasopharyngeal carcinoma. Clin Cancer Res. Aug 15 2005;11(16):5700-7.
doi:10.1158/1078-0432.CCR-05-0648

98. Hou X, Zhao C, Guo Y, et al. Different clinical significance of pre- and post-
treatment plasma Epstein-Barr virus DNA load in nasopharyngeal carcinoma



treated with radiotherapy. Clin Oncol (R Coll Radiol). Mar 2011;23(2):128-33.
doi:10.1016/j.clon.2010.09.001

99. Liu TB, Zheng ZH, Pan J, Pan LL, Chen LH. Prognostic role of plasma
Epstein-Barr virus DNA load for nasopharyngeal carcinoma: a meta-analysis.
Clin Invest Med. Feb 19 2017;40(1):E1-E12. d0i:10.25011/cim.v40i1.28049
100. Zhang J, Shu C, Song Y, Li Q, Huang J, Ma X. Epstein—Barr virus DNA
level as a novel prognostic factor in nasopharyngeal carcinoma: A meta-analysis.
Medicine. 2016;95(40)

101. Zhang W, Chen Y, Chen L, et al. The clinical utility of plasma Epstein-Barr
virus DNA assays in nasopharyngeal carcinoma: the dawn of a new era?: a
systematic review and meta-analysis of 7836 cases. Medicine (Baltimore). May
2015;94(20):e845. d0i:10.1097/MD.0000000000000845

102. Leung SF, Chan KC, Ma BB, et al. Plasma Epstein-Barr viral DNA load at
midpoint of radiotherapy course predicts outcome in advanced-stage
nasopharyngeal  carcinoma. Ann  Oncol. Jun  2014;25(6):1204-8.
doi:10.1093/annonc/mdull?

103. Lin J-C, Wang W-Y, Liu Y-C. Impacts of plasma EBV DNA load during
different time-points of induction chemotherapy plus radiotherapy for
nasopharyngeal carcinoma. American Society of Clinical Oncology; 2018.

104. Sperry SM, Pagedar NA. Quality of Life Implications in Head and Neck
Cancer. Head and Neck Cancer. Springer; 2020:39-57.

105. Group W. Development of the World Health Organization WHOQOL-
BREF quality of life assessment. Psychological medicine. 1998;28(3):551-558.
106. Wotherspoon R, Kanatas A, Rogers S. Review of HaNDLE-on-QoL: a
database of published papers that use questionnaires to report quality of life in
patients with cancer of the head and neck. British Journal of Oral and
Maxillofacial Surgery. 2018;56(2):.e5-€9.

107. Nolte S, Liegl G, Petersen MA, et al. General population normative data for
the EORTC QLQ-C30 health-related quality of life questionnaire based on 15,386
persons across 13 European countries, Canada and the Unites States. Eur J
Cancer. Jan 2019;107:153-163. doi:10.1016/j.ejca.2018.11.024

108. Parkar S, Sharma A. Validation of European Organization for Research and
Treatment of Cancer Head and Neck Cancer Quality of Life Questionnaire
(EORTC QLQ-H&N35) Across Languages: A Systematic Review. Indian J
Otolaryngol Head Neck Surg. Dec 2022;74(Suppl 3):6100-6107.
doi:10.1007/s12070-021-02755-x

109. Hammerlid E, Adnan A, Silander E. Population-based reference values for
the European Organization for Research and Treatment of Cancer Head and Neck
module. Head Neck. Oct 2017;39(10):2036-2047. doi:10.1002/hed.24870

110. Economou D, Sun V. Survivorship care planning and quality of life.
Multidisciplinary Care of the Head and Neck Cancer Patient. Springer; 2018:271-
282.



111. Ferrell BR, Dow KH, Grant M. Measurement of the quality of life in cancer
survivors. Qual Life Res. Dec 1995;4(6):523-31. doi:10.1007/BF00634747

112. Firkins J, Hansen L, Driessnack M, Dieckmann N. Quality of life in
"chronic" cancer survivors: a meta-analysis. J Cancer Surviv. Aug
2020;14(4):504-517. doi:10.1007/s11764-020-00869-9

113. Taylor K, Singer S. Long-term quality of life in head and neck cancer
patients. Der Onkologe. 2019/11/01 2019;25(52):125-131. doi:10.1007/s00761-
019-0527-z

114. Bjordal K, Kaasa S, Mastekaasa A. Quality of life in patients treated for head
and neck cancer: a follow-up study 7 to 11 years after radiotherapy. Int J Radiat
Oncol Biol Phys. Mar 1 1994;28(4):847-56. doi:10.1016/0360-3016(94)90104-x
115. Rogers SN, Hannah L, Lowe D, Magennis P. Quality of life 5-10 years after
primary surgery for oral and oro-pharyngeal cancer. J Craniomaxillofac Surg. Jun
1999;27(3):187-91. doi:10.1016/s1010-5182(99)80049-3

116. Oskam IM, Verdonck-de Leeuw IM, Aaronson NK, et al. Prospective
evaluation of health-related quality of life in long-term oral and oropharyngeal
cancer survivors and the perceived need for supportive care. Oral Oncol. May
2013;49(5):443-8. doi:10.1016/j.oraloncology.2012.12.005

117. Tsai WL, Huang TL, Liao KC, et al. Impact of late toxicities on quality of
life for survivors of nasopharyngeal carcinoma. BMC Cancer. Nov 21
2014;14:856. doi:10.1186/1471-2407-14-856

118. Kluetz PG, Slagle A, Papadopoulos EJ, et al. Focusing on Core Patient-
Reported Outcomes in Cancer Clinical Trials: Symptomatic Adverse Events,
Physical Function, and Disease-Related Symptoms. Clin Cancer Res. Apr 1
2016;22(7):1553-8. doi:10.1158/1078-0432.CCR-15-2035

119. Groenvold M, Aaronson NK, Darlington AE, et al. Focusing on Core
Patient-Reported Outcomes in Cancer Clinical Trials-Letter. Clin Cancer Res.
Nov 15 2016;22(22):5617. doi:10.1158/1078-0432.CCR-16-1529

120. Efficace F, Collins GS, Cottone F, et al. Patient-Reported Outcomes as
Independent Prognostic Factors for Survival in Oncology: Systematic Review and
Meta-Analysis. Value Health. Feb 2021;24(2):250-267.
doi:10.1016/j.jval.2020.10.017

121. Fang FM, Tsai WL, Chien CY, et al. Pretreatment quality of life as a
predictor of distant metastasis and survival for patients with nasopharyngeal
carcinoma. J Clin Oncol. Oct 1 2010;28(28):4384-9.
doi:10.1200/JC0.2010.28.8324

122. Guo SS, Hu W, Chen QY, et al. Pretreatment quality of life as a predictor of
survival for patients with nasopharyngeal carcinoma treated with IMRT. BMC
Cancer. Jan 31 2018;18(1):114. doi:10.1186/s12885-018-4003-8

123.Song T, Fang M, Zhang XB, Zhang P, Xie RF, Wu SX. Sustained
improvement of quality of life for nasopharyngeal carcinoma treated by intensity
modulated radiation therapy in long-term survivors. Int J Clin Exp Med.
2015;8(4):5658-66.



124. Huang TL, Chien CY, Tsai WL, et al. Long-term late toxicities and quality
of life for survivors of nasopharyngeal carcinoma treated with intensity-
modulated radiotherapy versus non-intensity-modulated radiotherapy. Head
Neck. Apr 2016;38 Suppl 1:E1026-32. doi:10.1002/hed.24150

125. Pan XB, Huang ST, Chen KH, et al. Intensity-modulated radiotherapy
provides better quality of life than two-dimensional conventional radiotherapy for
patients with stage Il nasopharyngeal carcinoma. Oncotarget. Jul 11
2017;8(28):46211-46218. doi:10.18632/oncotarget.17582

126. Pan XB, Huang ST, Chen KH, et al. Concurrent chemoradiotherapy degrades
the quality of life of patients with stage Il nasopharyngeal carcinoma as compared
to radiotherapy. Oncotarget. Feb 21 2017;8(8):14029-14038.
doi:10.18632/oncotarget.14932

127. McDowell LJ, Rock K, Xu W, et al. Long-Term Late Toxicity, Quality of
Life, and Emotional Distress in Patients With Nasopharyngeal Carcinoma Treated
With Intensity Modulated Radiation Therapy. Int J Radiat Oncol Biol Phys. Oct
1 2018;102(2):340-352. d0i:10.1016/j.ijrobp.2018.05.060

128. Minh HV, Hoat LN. Phuong phap chon mau va tinh toan ¢& mau trong
nghién cuu khoa hoc suc khoe. Truong dai hoc Y té cdng cong, Mang lwoi nghién
cuiru khoa hoc sirc khoe Viet Nam, tr. 2020;52

129. Lee AW, Tung SY, Chua DT, et al. Randomized trial of radiotherapy plus
concurrent-adjuvant chemotherapy vs radiotherapy alone for regionally advanced
nasopharyngeal carcinoma. J Natl Cancer Inst. Aug 4 2010;102(15):1188-98.
doi:10.1093/jnci/djq258

130. Health UDo, Services H. Common Terminology Criteria for Adverse Events
(CTCAE) v4. 03. US Department of Health and Human Services, Washington,
DC. 2010;

131. Therasse P, Arbuck SG, Eisenhauer EA, et al. New guidelines to evaluate
the response to treatment in solid tumors. European Organization for Research
and Treatment of Cancer, National Cancer Institute of the United States, National
Cancer Institute of Canada. J Natl Cancer Inst. Feb 2 2000;92(3):205-16.
doi:10.1093/jnci/92.3.205

132. Brody T. Clinical trials: study design, endpoints and biomarkers, drug
safety, and FDA and ICH guidelines. Academic press; 2016.

133. Program CTE. Common Toxicity Criteria version 2.0 (CTC). 1999;

134. Fayers P, Aaronson N, Bjordal K, Groenvold M, Curran D, Bottomley A.
EORTC QLQ-C30 Scoring Manual (ed 3). Brussels, Belgium. EORTC
publications; 2001.

135. Scott NW, Fayers P, Aaronson NK, et al. EORTC QLQ-C30 reference
values manual. 2008;

136. Cohen J. Statistical power analysis for the behavioral sciences LAWRENCE
ERLBAUM ASSOCIATES, PUBLISHERS 1988.

137. Zhang ZJ, Shi LL, Hong XH, et al. A Bayesian network meta-analysis of the
primary definitive therapies for locoregionally advanced nasopharyngeal



carcinoma: IC+CCRT, CCRT+AC, and CCRT alone. PL0S One.
2022;17(3):e0265551. doi:10.1371/journal.pone.0265551

138. Blanchard P, Lee AWM, Carmel A, et al. Meta-analysis of chemotherapy in
nasopharynx carcinoma (MAC-NPC): An update on 26 trials and 7080 patients.
Clin Transl Radiat Oncol. Jan 2022;32:59-68. doi:10.1016/j.ctr0.2021.11.007
139. Li M, Zhang B, Chen Q, et al. Concurrent chemoradiotherapy with additional
chemotherapy for nasopharyngeal carcinoma: A pooled analysis of propensity
score-matching  studies. Head Neck. Jun  2021;43(6):1912-1927.
doi:10.1002/hed.26664

140. Chen L, Zhang Y, Lai SZ, et al. 10-Year Results of Therapeutic Ratio by
Intensity-Modulated Radiotherapy Versus Two-Dimensional Radiotherapy in
Patients with Nasopharyngeal Carcinoma. Oncologist. Jan 2019;24(1):e38-e45.
doi:10.1634/theoncologist.2017-0577

141. Niu X, Xue F, Liu P, Hu C, He X. Long-term outcomes of nasopharyngeal
carcinoma patients with T1-2 stage in intensity-modulated radiotherapy era. Int J
Med Sci. 2022;19(2):267-273. doi:10.7150/ijms.68394

142. Buglione M, Cavagnini R, Di Rosario F, et al. Oral toxicity management in
head and neck cancer patients treated with chemotherapy and radiation:
Xerostomia and trismus (Part 2). Literature review and consensus statement. Crit
Rev Oncol Hematol. Jun 2016;102:47-54. doi:10.1016/j.critrevonc.2016.03.012
143. Salimi F, Saavedra F, Andrews B, FitzGerald J, Winter SC. Trans-cutaneous
electrical nerve stimulation to treat dry mouth (xerostomia) following
radiotherapy for head and neck cancer. A systematic review. Ann Med Surg
(Lond). Mar 2021;63:102146. doi:10.1016/j.amsu.2021.01.094

144. Ni X, Tian T, Chen D, et al. Acupuncture for Radiation-Induced Xerostomia
in Cancer Patients: A Systematic Review and Meta-Analysis. Integr Cancer Ther.
Jan-Dec 2020;19:1534735420980825. doi:10.1177/1534735420980825

145. Ma SJ, Rivers CI, Serra LM, Singh AK. Long-term outcomes of
interventions for radiation-induced xerostomia: A review. World J Clin Oncol.
Jan 10 2019;10(1):1-13. doi:10.5306/wjco.v10.i1.1

146. Park B, Noh H, Choi DJ. Herbal Medicine for Xerostomia in Cancer
Patients: A Systematic Review of Randomized Controlled Trials. Integr Cancer
Ther. Jun 2018;17(2):179-191. d0i:10.1177/1534735417728336

147. Nik Nabil WN, Lim RJ, Chan SY, Lai NM, Liew AC. A systematic review
on Chinese herbal treatment for radiotherapy-induced xerostomia in head and
neck cancer patients. Complement Ther Clin Pract. Feb 2018;30:6-13.
doi:10.1016/j.ctcp.2017.10.004

148. Moore C, McLister C, Cardwell C, O'Neill C, Donnelly M, McKenna G.
Dental caries following radiotherapy for head and neck cancer: A systematic
review. Oral Oncol. Jan 2020;100:104484.
doi:10.1016/j.oraloncology.2019.104484



149. Brignardello-Petersen R. Systematic review suggests important variability in
the incidence of caries after radiotherapy. J Am Dent Assoc. Jun 2020;151(6):e51.
doi:10.1016/j.adaj.2020.01.011

150. Liang X, Zhang J, Peng G, Li J, Bai S. Radiation caries in nasopharyngeal
carcinoma patients after intensity-modulated radiation therapy: A cross-sectional
study. J Dent Sci. Mar 2016;11(1):1-7. doi:10.1016/j.jds.2015.09.003

151. Haynes DA, Vanison CC, Gillespie MB. The Impact of Dental Care in Head
and Neck Cancer Outcomes: A Systematic Review and Meta-Analysis.
Laryngoscope. Jan 2022;132(1):45-52. doi:10.1002/lary.29494

152. Fong R, Ward EC, Rumbach AF. Dysphagia after chemo-radiation for
nasopharyngeal cancer: A scoping review. World J Otorhinolaryngol Head Neck
Surg. Mar 2020;6(1):10-24. doi:10.1016/j.wjorl.2020.02.005

153. Schindler A, Denaro N, Russi EG, et al. Dysphagia in head and neck cancer
patients treated with radiotherapy and systemic therapies: Literature review and
consensus. Crit Rev  Oncol Hematol. Nov 2015;96(2):372-84.
doi:10.1016/j.critrevonc.2015.06.005

154. Goyal N, Day A, Epstein J, et al. Head and neck cancer survivorship
consensus statement from the American Head and Neck Society. Laryngoscope
Investig Otolaryngol. Feb 2022;7(1):70-92. doi:10.1002/li02.702

155. Trevis KJ, McLachlan NM, Wilson SJ. A systematic review and meta-
analysis of psychological functioning in chronic tinnitus. Clin Psychol Rev. Mar
2018;60:62-86. doi:10.1016/j.cpr.2017.12.006

156. Isaradisaikul SK, Chowsilpa S. Ototoxicity after chemoradiotherapy for
nasopharyngeal carcinoma. Ann Nasopharynx Cancer. 2020;4:9.

157. Mazurek B, Hesse G, Dobel C, Kratzsch V, Lahmann C, Sattel H. Chronic
Tinnitus: Diagnosis and Treatment. Deutsches Arzteblatt International.
2022;119(13):219.

158. Mujica-Mota M, Waissbluth S, Daniel SJ. Characteristics of radiation-
induced sensorineural hearing loss in head and neck cancer: a systematic review.
Head Neck. Nov 2013;35(11):1662-8. doi:10.1002/hed.23201

159. Wang J, Chen Y'Y, Tai A, et al. Sensorineural Hearing Loss after Combined
Intensity Modulated Radiation Therapy and Cisplatin-Based Chemotherapy for
Nasopharyngeal Carcinoma. Transl Oncol. Dec 2015;8(6):456-62.
doi:10.1016/j.tranon.2015.10.003

160. Zadik Y, Ganor Y, Rimon O, Bersudski E, Meirovitz A. Assessment of jaw
osteonecrosis diagnostic criteria in cancer patients with a history of radiation
therapy and exposure to bone-modifying agents. Radiother Oncol. Mar
2021;156:275-280. doi:10.1016/j.radonc.2020.12.026

161. Lajolo C, Rupe C, Gioco G, et al. Osteoradionecrosis of the jaws due to teeth
extractions during and after radiotherapy: a systematic review. Cancers.
2021;13(22):5798.

162. Guerrero KGV, Garza NE, Silva JYG, et al. Osteonecrosis of the jaw: An
update. Int J Appl Dent Sci. 2021;7:173-177.



163. Tan BC, Khor TH. Radiation myelitis in carcinoma of the nasopharynx. Clin
Radiol. Jul 1969;20(3):329-31. doi:10.1016/s0009-9260(69)80151-0

164. Alghamdi M, Wong S, Medin P, et al. Spinal Cord Tolerance and Risk of
Radiation Myelopathy. In: Chang EL, Brown PD, Lo SS, Sahgal A, Suh JH, eds.
Adult CNS Radiation Oncology. Springer International Publishing; 2018:533-
547:chap Chapter 37.

165. Carausu M, Beddok A, Langer A, et al. Radiation myelitis after
pembrolizumab administration, with favorable clinical evolution and safe
rechallenge: a case report and review of the literature. J Immunother Cancer. Nov
21 2019;7(1):317. doi:10.1186/s40425-019-0803-x

166. Mokhtari S, Kaley TJ. Neurologic Complications of Head and Neck Cancer.
Cancer Neurology in Clinical Practice. Springer; 2018:527-539.

167. Chow JCH, Tam AHP, Cheung KM, et al. Second primary cancer after
intensity-modulated radiotherapy for nasopharyngeal carcinoma: A territory-wide
study by HKNPCSG. Oral Oncaol. Dec  2020;111:105012.
doi:10.1016/j.oraloncology.2020.105012

168. Zhang LL, Li GH, Li YY, Qi ZY, Lin AH, Sun Y. Risk Assessment of
Secondary Primary Malignancies in Nasopharyngeal Carcinoma: A Big-Data
Intelligence Platform-Based Analysis of 6,377 Long-term Survivors from an
Endemic Area Treated with Intensity-Modulated Radiation Therapy during 2003-
2013. Cancer Res Treat. Jul 2019;51(3):982-991. doi:10.4143/crt.2018.298

169. Chan JY, Gooi Z, Mydlarz WK, Agrawal N. Risk of second primary
malignancy after nasopharyngeal carcinoma in the United States: A population-
based study. Head Neck. Apr 2016;38 Suppl 1(S1):E1130-6.
doi:10.1002/hed.24173

170. Chow JCH, Au KH, Mang OWK, Cheung KM, Ngan RKC. Risk, pattern
and survival impact of second primary tumors in patients with nasopharyngeal
carcinoma following definitive intensity-modulated radiotherapy. Asia Pac J Clin
Oncol. Feb 2019;15(1):48-55. doi:10.1111/ajc0.12994

171. Abel E, Silander E, Nyman J, Bjork-Eriksson T, Hammerlid E. Long-Term
Aspects of Quality of Life in Head and Neck Cancer Patients Treated With
Intensity Modulated Radiation Therapy: A 5-Year Longitudinal Follow-up and
Comparison with a Normal Population Cohort. Adv Radiat Oncol. Jan-Feb
2020;5(1):101-110. doi:10.1016/j.adro.2019.07.015

172. Huang TL, Chien CY, Tsai WL, et al. Long-term late toxicities and quality
of life for survivors of nasopharyngeal carcinoma treated with intensity-
modulated radiotherapy versus non-intensity-modulated radiotherapy. Head
Neck. Apr 2016;38 Suppl 1(S1):E1026-32. d0i:10.1002/hed.24150

173. Capozzi LC, Nishimura KC, McNeely ML, Lau H, Culos-Reed SN. The
impact of physical activity on health-related fitness and quality of life for patients
with head and neck cancer: a systematic review. Br J Sports Med. Mar
2016;50(6):325-38. doi:10.1136/bjsports-2015-094684



174. Cohen EE, LaMonte SJ, Erb NL, et al. American Cancer Society Head and
Neck Cancer Survivorship Care Guideline. CA Cancer J Clin. May
2016;66(3):203-39. doi:10.3322/caac.21343

175. Cocks K, King MT, Velikova G, et al. Evidence-based guidelines for
interpreting change scores for the European Organisation for the Research and
Treatment of Cancer Quality of Life Questionnaire Core 30. Eur J Cancer. Jul
2012;48(11):1713-21. doi:10.1016/j.ejca.2012.02.059

176. Osoba D, Rodrigues G, Myles J, Zee B, Pater J. Interpreting the significance
of changes in health-related quality-of-life scores. J Clin Oncol. Jan
1998;16(1):139-44. d0i:10.1200/JC0O.1998.16.1.139

177. Anatchkova MD, Bjorner JB. Health and role functioning: the use of focus
groups in the development of an item bank. Qual Life Res. Feb 2010;19(1):111-
23.doi:10.1007/s11136-009-9570-3

178. Gamper EM, Petersen MA, Aaronson N, et al. Development of an item bank
for the EORTC Role Functioning Computer Adaptive Test (EORTC RF-CAT).
Health Qual Life Outcomes. May 6 2016;14(1):72. doi:10.1186/s12955-016-
0475-x

179. Stefanut AM, Vintila M, Tudorel Ol. The Relationship of Dyadic Coping
With Emotional Functioning and Quality of the Relationship in Couples Facing
Cancer-A Meta-Analysis. Front Psychol. 2020;11:594015.
doi:10.3389/fpsyqg.2020.594015

180. Jabbarian LJ, Groenvold M, Petersen MA, et al. Assessing Emotional
Functioning with Increased Power: Relative Validity of a Customized EORTC
Short Form in the International ACTION Trial. Value Health. Jan 2019;22(1):92-
98. doi:10.1016/j.jval.2018.07.002

181. Shunmugasundaram C, Rutherford C, Butow PN, Sundaresan P, Dhillon
HM. What are the optimal measures to identify anxiety and depression in people
diagnosed with head and neck cancer (HNC): a systematic review. J Patient Rep
Outcomes. Apr 23 2020;4(1):26. doi:10.1186/s41687-020-00189-7

182. National Comprehensive Cancer Network %J National Comprehensive
Cancer Network Inc v. Practice guidelines in oncology, version 1.2002: Distress
management. 2002;1

183. Riba MB, Donovan KA, Andersen B, et al. Distress Management, Version
3.2019, NCCN Clinical Practice Guidelines in Oncology. J Natl Compr Canc
Netw. Oct 1 2019;17(10):1229-1249. doi:10.6004/jncen.2019.0048

184. Hutchinson AD, Hosking JR, Kichenadasse G, Mattiske JK, Wilson C.
Objective and subjective cognitive impairment following chemotherapy for
cancer. a systematic review. Cancer Treat Rev. Nov 2012;38(7):926-34.
doi:10.1016/j.ctrv.2012.05.002

185. Fernandes HA, Richard NM, Edelstein K. Cognitive rehabilitation for
cancer-related cognitive dysfunction: a systematic review. Support Care Cancer.
Sep 2019;27(9):3253-3279. doi:10.1007/s00520-019-04866-2



186. Miladi N, Dossa R, Dogba MJ, Cleophat-Jolicoeur MIF, Gagnon B.
Psychostimulants for cancer-related cognitive impairment in adult cancer
survivors: a systematic review and meta-analysis. Support Care Cancer. Oct
2019;27(10):3717-3727. doi:10.1007/s00520-019-04907-w

187. Denlinger CS, Sanft T, Moslehi JJ, et al. NCCN guidelines insights:
survivorship, version 2.2020: featured updates to the NCCN guidelines.
2020;18(8):1016-1023.

188. Schilstra CE, Fardell JE, Burns MA, et al. Determinants of social functioning
among adolescents and young adults with cancer: A systematic review.
Psychooncology. Oct 2021;30(10):1626-1642. doi:10.1002/pon.5740

189. Bossi P, Di Pede P, Guglielmo M, et al. Prevalence of Fatigue in Head and
Neck Cancer Survivors. Ann Otol Rhinol Laryngol. May 2019;128(5):413-419.
doi:10.1177/0003489419826138

190. Bower JE, Bak K, Berger A, et al. Screening, assessment, and management
of fatigue in adult survivors of cancer: an American Society of Clinical oncology
clinical practice guideline adaptation. J Clin Oncol. Jun 10 2014;32(17):1840-50.
doi:10.1200/JC0.2013.53.4495

191. Chalder T, Berelowitz G, Pawlikowska T, et al. Development of a fatigue
scale. J Psychosom Res. 1993;37(2):147-53. doi:10.1016/0022-3999(93)90081-p
192. Bower JE. Cancer-related fatigue--mechanisms, risk factors, and treatments.
Nat Rev Clin Oncol. Oct 2014;11(10):597-609. doi:10.1038/nrclinonc.2014.127
193. Reinertsen KV, Loge JH, Brekke M, Kiserud CE. Chronic fatigue in adult
cancer survivors. Tidsskr Nor Laegeforen. Nov 14 2017;137(21)Kronisk tretthet
hos voksne kreftoverlevere. doi:10.4045/tidsskr.17.0040

194. Radbruch L, Strasser F, Elsner F, et al. Fatigue in palliative care patients --
an EAPC approach. Palliat Med. Jan 2008;22(1):13-32.
doi:10.1177/0269216307085183

195. Howell D, Keshavarz H, Broadfield L, et al. A pan Canadian practice
guideline for screening, assessment, and management of cancer-related fatigue in
adults (Version 2). 2015;

196. Egeland T, Angelsen A, Haug R, Henriksen JO, Lea TE, Saugstad OD. What
exactly is myalgic encephalomyelitis? Tidsskr Nor Laegeforen. Oct 20
2015;135(19):1756-9. doi:10.4045/tidsskr.15.0089

197. Stone PC, Minton O. Cancer-related fatigue. Eur J Cancer. May
2008;44(8):1097-104. doi:10.1016/j.ejca.2008.02.037

198. Corbett TK, Groarke A, Devane D, Carr E, Walsh JC, McGuire BE. The
effectiveness of psychological interventions for fatigue in cancer survivors:
systematic review of randomised controlled trials. Syst Rev. Dec 13
2019;8(1):324. doi:10.1186/s13643-019-1230-2

199. Kessels E, Husson O, van der Feltz-Cornelis CM. The effect of exercise on
cancer-related fatigue in cancer survivors: a systematic review and meta-analysis.
Neuropsychiatr Dis Treat. 2018;14:479-494. doi:10.2147/NDT.S5150464



200. Johns SA, Tarver WL, Secinti E, et al. Effects of mindfulness-based
interventions on fatigue in cancer survivors: A systematic review and meta-
analysis of randomized controlled trials. Crit Rev Oncol Hematol. Apr
2021;160:103290. doi:10.1016/j.critrevonc.2021.103290

201. Altice CK, Banegas MP, Tucker-Seeley RD, Yabroff KR. Financial
Hardships Experienced by Cancer Survivors: A Systematic Review. J Natl
Cancer Inst. Feb 2017;109(2)doi:10.1093/jnci/djw205

202. Shih YT, Chien CR. A review of cost communication in oncology: Patient
attitude, provider acceptance, and outcome assessment. Cancer. May 15
2017;123(6):928-939. doi:10.1002/cncr.30423

203. Smith GL, Lopez-Olivo MA, Advani PG, et al. Financial Burdens of Cancer
Treatment: A Systematic Review of Risk Factors and Outcomes. J Natl Compr
Canc Netw. Oct 1 2019;17(10):1184-1192. doi:10.6004/jnccn.2019.7305

204. Chan RJ, Gordon LG, Tan CJ, et al. Relationships between financial toxicity
and symptom burden in cancer survivors: a systematic review. 2019;57(3):646-
660. el.

205. Massa ST, Osazuwa-Peters N, Adjei Boakye E, Walker RJ, Ward GM.
Comparison of the Financial Burden of Survivors of Head and Neck Cancer With
Other Cancer Survivors. JAMA Otolaryngol Head Neck Surg. Mar 1
2019;145(3):239-249. doi:10.1001/jamaot0.2018.3982

206. Ma S, lovoli A, Singh AJIJoRO, Biology, Physics. Association of significant
financial burden with survival for head and neck cancer patients treated with
radiation therapy. 2020;108(3):e400.

207. Levy MH, Chwistek M, Mehta RS. Management of chronic pain in cancer
survivors. Cancer J. Nov-Dec 2008;14(6):401-9.
doi:10.1097/PP0O.0b013e31818f5aa7

208. Ciesielski T, lyengar R, Bothra A, Tomala D, Cislo G, Gage BF. A Tool to
Assess Risk of De Novo Opioid Abuse or Dependence. Am J Med. Jul
2016;129(7):699-705 e4. doi:10.1016/j.amjmed.2016.02.014

209. Glare PA, Davies PS, Finlay E, et al. Pain in cancer survivors. J Clin Oncol.
Jun 1 2014;32(16):1739-47. doi:10.1200/JC0O.2013.52.4629

210. Burton AW, Fanciullo GJ, Beasley RD, Fisch MJ. Chronic pain in the cancer
survivor: a new frontier. Pain Med. Mar 2007;8(2):189-98. doi:10.1111/j.1526-
4637.2006.00220.x

211. Logan HL, Bartoshuk LM, Fillingim RB, Tomar SL, Mendenhall WMJP.
Metallic taste phantom predicts oral pain among 5-year survivors of head and neck
cancer. 2008;140(2):323-331.

212. Cramer JD, Johnson JT, Nilsen ML. Pain in Head and Neck Cancer
Survivors: Prevalence, Predictors, and Quality-of-Life Impact. Otolaryngol Head
Neck Surg. Nov 2018;159(5):853-858. d0i:10.1177/0194599818783964

213. Dugue J, Humbert M, Bendiane MK, Bouhnik AD, Babin E, Licaj I. Head
and neck cancer survivors' pain in France: the VICAN study. J Cancer Surviv.
Feb 2022;16(1):119-131. doi:10.1007/s11764-021-01010-0



214. Blanchard D, Bollet M, Dreyer C, et al. Management of somatic pain induced
by head and neck cancer treatment: pain following radiation therapy and
chemotherapy. Guidelines of the French Otorhinolaryngology Head and Neck
Surgery Society (SFORL). Eur Ann Otorhinolaryngol Head Neck Dis. Sep
2014;131(4):253-6. doi:10.1016/j.anorl.2014.07.001

215. Paice JA, Portenoy R, Lacchetti C, et al. Management of Chronic Pain in
Survivors of Adult Cancers: American Society of Clinical Oncology Clinical
Practice Guideline. J Clin Oncol. Sep 20 2016;34(27):3325-45.
d0i:10.1200/JC0.2016.68.5206

216. Morin  CM, Benca R. Chronic insomnia. Lancet. Mar 24
2012;379(9821):1129-41. doi:10.1016/S0140-6736(11)60750-2

217. Ayoub Al, Attia M, EI Kady HM, Ashour AJTJOTEPHA. Insomnia among
community dwelling elderly in Alexandria, Egypt. 2014,89(3):136-142.

218. Suls J, Green PA, Davidson KWJPm. A biobehavioral framework to address
the emerging challenge of multi-morbidity. 2016;78(3):281.

219. Shi T, Min M, Sun C, Zhang Y, Liang M, Sun YJJosr. Does insomnia predict
a high risk of cancer? A systematic review and meta-analysis of cohort studies.
2020;29(1):e12876.

220. Garland SN, Johnson JA, Savard J, et al. Sleeping well with cancer: a
systematic review of cognitive behavioral therapy for insomnia in cancer patients.
Neuropsychiatr Dis Treat. 2014;10:1113-24. doi:10.2147/NDT.S47790

221. Palesh OG, Roscoe JA, Mustian KM, et al. Prevalence, demographics, and
psychological associations of sleep disruption in patients with cancer: University
of Rochester Cancer Center-Community Clinical Oncology Program. J Clin
Oncol. Jan 10 2010;28(2):292-8. doi:10.1200/JC0.2009.22.5011

222. Santoso AM, Jansen F, de Vries R, Leemans CR, van Straten A, Verdonck-
de Leeuw IMJSmr. Prevalence of sleep disturbances among head and neck cancer
patients: a systematic review and meta-analysis. 2019;47:62-73.

223. Garland SN, Mahon K, Irwin MR. Integrative Approaches for Sleep Health
in  Cancer Survivors. Cancer J. Sep/Oct  2019;25(5):337-342.
d0i:10.1097/PP0O.0000000000000398

224. Ge X, Liao Z, Yuan J, et al. Radiotherapy-related quality of life in patients
with head and neck cancers: a meta-analysis. Support Care Cancer. Jun
2020;28(6):2701-2712. doi:10.1007/s00520-019-05077-5

225. Verdonck-de Leeuw I, Dawson C, Licitra L, et al. European Head and Neck
Society recommendations for head and neck cancer survivorship care. Oral
Oncol. Oct 2022;133:106047. doi:10.1016/j.oraloncology.2022.106047

226. Rhoten BA, Davis AJ, Baraff BN, Holler KH, Dietrich MSJTjosm. Priorities
and Preferences of Patients With Head and Neck Cancer for Discussing and
Receiving Information About Sexuality and Perception of Self-Report Measures.
2020;17(8):1529-1537.



227. Rhoten BA. Head and Neck Cancer and Sexuality: A Review of the
Literature. Cancer Nurs. Jul-Aug 2016;39(4):313-20.
doi:10.1097/NCC.0000000000000289

228. Psoter WJ, Aguilar ML, Levy A, Baek LS, Morse DEJJoPI, Esthetic,
Dentistry R. A preliminary study on the relationships between global
health/quality of life and specific head and neck cancer quality of life domains in
Puerto Rico. 2012;21(6):460-471.

229. Zwahlen RA, Dannemann C, Gratz KW, et al. Quality of life and psychiatric
morbidity in patients successfully treated for oral cavity squamous cell cancer and
their wives. 2008;66(6):1125-1132.

230. Low C, Fullarton M, Parkinson E, et al. Issues of intimacy and sexual
dysfunction following major head and neck cancer treatment. Oral Oncol. Oct
2009;45(10):898-903. doi:10.1016/j.oraloncology.2009.03.014

231. Rogers SN, Hazeldine P, O’Brien K, Lowe D, Roe BJEA0oO-R-L. How often
do head and neck cancer patients raise concerns related to intimacy and sexuality
in routine follow-up clinics? 2015;272(1):207-217.

232. Jakob M, Manz M, Schrock A, Bootz F, Eichhorn K. [Analysis of quality of
life outcome for nasopharyngeal carcinoma patients after treatment].
Laryngorhinootologie. Apr 2013;92(4):244-50. Posttherapeutische
Lebensqualitat beim Nasopharynxkarzinom. doi:10.1055/s-0032-1330020

233. Singer S, Danker H, Dietz A, et al. Sexual problems after total or partial
laryngectomy. Laryngoscope. Dec 2008;118(12):2218-24.
do0i:10.1097/MLG.0b013e318182cdc6

234. Moreno KF, Khabbaz E, Gaitonde K, Meinzen-Derr J, Wilson KM, Patil YJ.
Sexuality after treatment of head and neck cancer: findings based on modification
of sexual adjustment questionnaire. Laryngoscope. Jul 2012;122(7):1526-31.
doi:10.1002/lary.23347

235. Hautamaki K, Miettinen M, Kellokumpu-Lehtinen P-L, Aalto P, Lehto JJCn.
Opening communication with cancer patients about sexuality-related issues.
2007;30(5):399-404.

236. de Las Penas R, Majem M, Perez-Altozano J, et al. SEOM clinical guidelines
on nutrition in cancer patients (2018). Clin Transl Oncol. Jan 2019;21(1):87-93.
doi:10.1007/s12094-018-02009-3

237. Nekhlyudov L, Lacchetti C, Davis NB, et al. Head and neck cancer
survivorship care guideline: American Society of Clinical Oncology clinical
practice guideline endorsement of the American Cancer Society guideline.
2017;35(14):1606-1621.

238. Daniel S. Psychosocial and Quality of Life Issues in Dysphagia. Dysphagia
Management in Head and Neck Cancers. Springer; 2018:199-210.

239. So WK, Chan RJ, Chan DN, et al. Quality-of-life among head and neck
cancer survivors at one year after treatment--a systematic review. Eur J Cancer.
Oct 2012;48(15):2391-408. doi:10.1016/j.ejca.2012.04.005



240. Morton RP, Izzard ME. Quality-of-life outcomes in head and neck cancer
patients. World J Surg. Jul 2003;27(7):884-9. doi:10.1007/s00268-003-7117-2
241. Nguyen NP, Frank C, Moltz CC, et al. Impact of dysphagia on quality of life
after treatment of head-and-neck cancer. Int J Radiat Oncol Biol Phys. Mar 1
2005;61(3):772-8. doi:10.1016/j.ijrobp.2004.06.017

242. Campbell BH, Spinelli K, Marbella AM, Myers KB, Kuhn JC, Layde PM.
Aspiration, weight loss, and quality of life in head and neck cancer survivors. Arch
Otolaryngol Head Neck Surg. Sep 2004;130(9):1100-3.
doi:10.1001/archotol.130.9.1100

243. Silveira MH, Dedivitis RA, Queija DS, Nascimento PC. Quality of life in
swallowing disorders after nonsurgical treatment for head and neck cancer. Int
Arch Otorhinolaryngol. Jan 2015;19(1):46-54. doi:10.1055/s-0034-1395790
244. Garcia-Peris P, Paron L, Velasco C, et al. Long-term prevalence of
oropharyngeal dysphagia in head and neck cancer patients: Impact on quality of
life. Clin Nutr. Dec 2007;26(6):710-7. doi:10.1016/j.cInu.2007.08.006

245. Ellis PD. The essential guide to effect sizes: Statistical power, meta-analysis,
and the interpretation of research results. Cambridge university press; 2010.
246. Thompson B. Effect sizes, confidence intervals, and confidence intervals for
effect sizes. Psychology in the Schools. 2007;44(5):423-432.

247. Lakens D. Calculating and reporting effect sizes to facilitate cumulative
science: a practical primer for t-tests and ANOVAs. Front Psychol. Nov 26
2013;4:863. doi:10.3389/fpsyg.2013.00863

248. Fidler F. The fifth edition of the APA Publication Manual: Why its statistics
recommendations are so controversial. Educational and Psychological
Measurement. 2002;62(5):749-770.

249. Zhou X, Liu P, Wang X. Temporal Lobe Necrosis Following Radiotherapy
in Nasopharyngeal Carcinoma: New Insight Into the Management. Review. Front
Oncol. 2021-January-21 2020;10(3114):593487. doi:10.3389/fonc.2020.593487
250. Zhou GQ, Yu XL, Chen M, et al. Radiation-induced temporal lobe injury for
nasopharyngeal carcinoma: a comparison of intensity-modulated radiotherapy
and conventional two-dimensional radiotherapy. PLoS One. 2013;8(7):e67488.
doi:10.1371/journal.pone.0067488

251. Wu VWC, Tam SY. Radiation induced temporal lobe necrosis in
nasopharyngeal cancer patients after radical external beam radiotherapy. Radiat
Oncol. May 15 2020;15(1):112. doi:10.1186/s13014-020-01560-0

252. Prayongrat A, Lertbutsayanukul C. Hypothyroidism after radiotherapy for
nasopharyngeal carcinoma. Annals of Nasopharynx Cancer; Vol 4 (June 2020):
Annals of Nasopharynx Cancer. 2020;

253. Fan CY, Lin CS, Chao HL, et al. Risk of hypothyroidism among patients
with nasopharyngeal carcinoma treated with radiation therapy: A Population-
Based Cohort Study. Radiother Oncol. Jun 2017;123(3):394-400.
doi:10.1016/j.radonc.2017.04.025



254. Texakalidis P, Giannopoulos S, Tsouknidas I, et al. Prevalence of carotid
stenosis following radiotherapy for head and neck cancer: A systematic review
and meta-analysis. Head Neck. May 2020;42(5):1077-1088.
doi:10.1002/hed.26102

255. Liao W, Zheng Y, Bi S, et al. Carotid stenosis prevalence after radiotherapy
in nasopharyngeal carcinoma: A meta-analysis. Radiother Oncol. Apr
2019;133:167-175. doi:10.1016/j.radonc.2018.11.013



PHU LUC
TIEU CHUAN PANH GIA PAP UNG (RECIST 2000)

Pép (ing hoan toan (Complete response - CR): Bénh hét hoan toan, it nhat kéo dai
trong 4 tuan va khéng xuat hién ton thuong mai.

Pap tng mot phan (Partial response - PR): Giam > 30% kich thudc cua 2 ton
thuong 16n nhat va khong tang kich thudc cua cac ton thuong khac hodc xuat hién ton
thuong mai trong thé tich diéu tri.

Bénh khong thay doi (Stable Disease - SD): Pap tng voi diéu trj nam giita muc
dap wng mot phan va bénh tién trién

Bénh tién trién (Progression disease - PD): Tang kich thudc cua cac ton thuong

>20% hozc xuat hién bat ky mot ton thuong méi
THUAT NGU, TIEU CHUAN CHUNG VE CAC BIEN CO BAT LOI1

Theo Common terminology criteria for adverse events (CTCAE) Version 4.03

bo1l Do 2 bo 3 bo 4 bo
5
Thiéu mau Hemoglobin (Hgb)|Hgb <100 - 80g/L  [Hgb <80 g/L; chi dinh|C6 hau qua de doa Chét
< binh thuong - 100 truyén mau tinh mang, chi
g/L dinh  can thiép
khan cap
Giam sb lwong bach [<mtc binh thuong -[<3.0 - 2.0 x 109 /L |<2.0- 1.0 x 109 /L <1.0x109 /L
cu 3.0x 109 /L
Giam sb lwong bach [<mtc binh thuong -|<1.5 - 1.0 x 109 /L |<1.0 - 0.5x 109 /L <0.5x109/L
cau trung tinh 1.5x 109 /L
Giam s6 lugng tiéu|[<muc binh thuong|<75.0 - 50.0 x 109{<50.0 - 25.0 x 109 /L |<25.0 x 109/L
cau - L
75.0x 109 /
Tang GOT méu|>gia tri giéi han[>3.0 - 5.0 lan gia tri|>5.0 - 20.0 lan gi4 tri{>20.0 lan gia tri
(AST) trén  cua  binh|giéi han trén muc|gigi han trén muc binh|gidi han trén muc
thuong - 3.0 1an gi&|binh thuong thudng binh thuong
tri gi6i han trén
muc binh thudng
Ting GPT mau|>giad tri gi¢i han|>3.0 - 5.0 lan gia tri|>5.0 - 20.0 lan gi4 tri|>20.0 lan gia tri
(ALT) trén  cua  binh|giéi han trén muc|gigi han trén muc binh|gidi han trén muc
thuong - 3.0 1an gi&|binh thuong thuong binh thuong
tri gi6i han trén
muc binh thudng
Téang Creatinine >1 - 15 gia >1.5-3.0tri 3.0 - 6.0 trj s6 >6.0 tri s6
tri gioi han (trén)|sd gigi han (trén)|giGi han (trén) binh|gigi han (trén)
cua binh thuong binh thudng thuong binh thuong
Viém da buc xa Ban d6 mo& nhat|Ban d6 vira dén|Bongdaam & khuvuc|Hau qua giy de|Chét
hoac kho bong nhanh (brisk); bong|khéc ngoai cac nép da|doa tinh mang;
da 4m w6t loang 16, |va nép nhan; chay mau|hoai ti da hoic
cha yéu giéi han ¢|do chan thwong nho|loét day hét I6p ha
cac nép da va nép|hoac co xat bi; chay méu tu
nhin phu né vira phéat tir vi tri co
phai. lién quan; can chi
dinh ghép da




Do 1

D6 2

D6 3

Co triéu chang (vi
du, khd hoic dinh
nudC bot) nhung
khong phai thay doi
ché 46 an udng; luu
lugng nudc bot khi
khdng cdé kich
thich> 0.2 ml /
phut

Triéu chung vira
phai; phai thay doi
ché d¢ an qua miéng
(vi dy, nhiéu nuéc,
cac chat nhon khéc,
ché @6 an udng han
ché loai chua ché
bién va / hoac thuc
phim mém, am);
nuéc bot khi khong
kich thich tir 0.1-0,2
ml / phat

Khong c6 kha nang
dinh dudng day da qua
duong miéng; phai chi
dinh &n qua x6ng da
day hoic dinh dudng
hoan toan qua dudng
tinh mach; Iuu lugng
nuéc bot khi khéng
kich thich<0,1 ml /
phut

Ia chay

Ia ting, <4 1an moi
ngay trén mirc co
so; tdng nhe phan
S0 V&i muc co so

Ia tang 4-6 lan mdi
ngay trén muc co
so; tang lwgng phan
vira phai so véi mac
co SO

Ia ting> = 7 lan moi
ngay trén mirc co so;
khéng kiém soat duoc;
chi dinh nhap vién;
tang nhiéu phan so véi
ban dau; han ché tu
cham soéc trong hoat
dong hang ngay

Hau qua gay de
doa tinh mang,
can chi dinh can
thiép cap ctu

Chét

1-2 lan (cach nhau
5 phat) trong 24
gio

3-5 lan (cach nhau 5
phut) trong 24 gio

>=6 lan (céch nhau 5
phat) trong 24 gio; can
chi dinh dinh dudng
qua xdng da day, dinh
dudng hoan toan qua
tinh mach, nhap vién.

Hau qua gay de
doa tinh mang,
can chi dinh can
thiép cap cau

Chét

Budn ndn

Mat cam gi4c ngon
miéng nhung
khéng bi thay
ddi thoi quen an
uéng

C6 thé an ubng (qua
miéng) giam nhung
khong

giam can dang Kké,
mat nuéc hay suy
dinh dudng

Khong du nang luong,
dich qua an udng; phai
chi dinh dinh dudng
qua ong xong, dinh
dudng hoan toan qua
duong tinh mach hoac
nhap vién.

Hau qua gay de
doa tinh mang,
can chi dinh can
thiép cap ctu

Chét

Viém
miéng

niém mac

Khéng c6 triéu
chang hoac triéu
chuang nhe; khoéng
cin chi dinh can
thiép

Pau
khong
thisp vé duong
uéng; can diéu
chinh ché do an
uéng

vua
phai

phai;
can

bau nang; phaichi
dj’nh can thiép vé an
uong

Viém hong

Chi phéat hién qua
noi soi; rat it trieu
ching va an ubng
binh thuong; dau
nhe nhung khong
can chi dinh thudc
giam dau

Dau vira va can chi
dinh thubc giam
dau; phai thay doi
dang an udng; hoat
déng hang ngay bi
han ché

Pau nang; khong thé
an, udng diy du qua
duong miéng; hoat
dong tu cham sdéc hang
ngay bi han ché

Hau qua gay de
doa tinh mang,
can chi dinh can
thiép cip cau

Chét

Pau

Pau nhe

Pau vira; hoat dong
hang ngay bi han
ché

Pau ning; hoat dong
tu cham soc hang ngay
bi han ché

Khiém thinh

Nguoi  lon
c6 theo dbi bing
may do tinh luc
(trén1,2,4,3,6va
8 kHz thinh lyc d0):
Thay dbi ngudng
trung binh 15 - 25
dB & muc 2 tan sb
kiém tra tiép giap

Nguoi 1én co
theo ddi bang may
do tinh lyc (trén 1, 2,
3,4,6va8kHz

thinh luc dd):
Thay d6i ngudng
trung binh > 25 dB &
muc 2 tan sé kiém
tra tiép giéap trong it
nhat mot tai; Nguoi

Nguoi I6n céd
theo ddi bang may do
tinh lyc (trén 1, 2, 3, 4,
6 va 8 kHz

thinh lyc do):
Thay d6i ngudng
trung binh > 25 dB &
muc 3 tan s6 kiém tra
tiép giap trong it nhat

Nguoi 16n:
Giam thinh luc hai
bén ning (ngudng
tuyét doi> 80 dB
HL ¢ 2 kHz tro
lén); diéc dac hai
bén
Nhi khoa: can ciy
ghép bc tai nhan
tao; mat sic nghe




Do 1

D6 2

D6 3

D6 4

trong it nhat mot
tai;

Nguoi  Ion
khong theo doi
bing may do thinh
luc: C6 cam giac
giam sac nghe;

Nhi  khoa
(trén va thinh luc
461,23, 4,6, 8
kHz):

Thay  doi
ngudng nghe, nghe
kém & mirc > 20 dB
(tc 1a 25 dB HL
hozc 16n hon); diéc
cam giéc-than kinh
trén 4 kHz (tic 12 6
hoac 8 kHz) trong it
nhat mot tai

I6n khoéng theo ddi
bang may do thinh
luc: Giam suc nghe
nhung khong can
dung may trg thinh
hodc can thiép; han
ché trong cac hoat
dong binh thuong
hang ngay.

Nhi khoa
(trén 1, 2, 3,4, 6,va
8 kHz thinh lyc dd):
Ngudng dich
chuyén> 20 dB ¢ 4
kHz trong it nht
mot tai

mot tai; can chi dinh
can thiép

Nguoi I6n
khéng theo ddi bing
may do thinh luc:
Nghe kém can dung
may tro thinh hoac chi
dinh can thiép; han ché
tu cham soc trong hoat
dong binh thuong
hang ngay.

Nhi khoa (trén
1,2, 3,4,6, va8kHz
thinh luc do):
Maét thinh luc can chi
dinh can thiép diéu tri,
bao gdm trg thinh;
thay ddi ngudng > 20
dB ¢ mic 2 dén <4
kHz tai it nhat mot tai

> 40 dB (tac I
mat sirc nghe tir 45
dB tro 1én); diéc
cam  giac-than
kinh ¢t 2 kHz tro
Ién.

U tai

Triéu chang nhe,
khéng c6 chi dinh
can thiép

Triéu chang viua;
hoat dong ,héng
ngay bi han ché

Triéu chang nang;
hoat dong tu cham soc
hang ngay bi han ché

Mét moi

Giam  khi
ngoi

nghi

Khong giam khi
nghi ngoi; hoat dong
hang ngay bi han
ché

Khong giam khi nghi
ngoi; hoat dong tu
cham soc hang ngay bi
han ché

Chai (cang) da

(Skin induration)

Chai cang nhe, ¢
thé di chuyén da
song song véi mat
phang (truot) va
vudng goc véi da
(Véo Ién)

Chai ctng vira phai,
c6 thé truot da,
nhung khéng thé
véo da; han ché
trong sinh hoat hang
ngay

Chai cang nghiém
trong, khong thé truot
hoic véo da; han ché
tu cham soc trong sinh
hoat hang ngay

Dién rong; két hop
véi dau hiéu hoac
triéu ching cua
duong tho hoac
dudng an

Chét

Xo hoa cac mo lién
két sau

Chai ctng nhe, c6
thé di chuyén da
song song voi mat
phang (truot) va
vudng goc véi da
(Véo lén)

Chai cung vira phai,
c6 thé truot da,
nhung khong thé
véo da; han ché
trong sinh hoat hang
ngay

Chai cang nghiém
trong, khong thé trugt
hoic véo da; han ché
tu cham soc trong sinh
hoat hang ngay

Dién rong; két hop
véi dau hiéu hoac
trieu chang cua
duong tho hoac
dudng an

Chét

Sau rang

Mot hoac nhiéu
rang sau, khong
bao gom chén ring

Sau ring bao gom
chan rang

Sau rang dan dén viém
tay riang hoic Ap xe
quanh  chop rang
(periapical ~ abscess)
hoidc dan dén mét ring

Bénh ly than kinh
ngoai bién, van
dong  (Peripheral
motor neuropathy)

Khéng c¢o
chang; cd triéu
chang 1am sang
hoac chi dugc phéat
hién qua tham
kham lam sang;
khong can chi dinh
can thiép

triéu

Cac triéu chiing vira
phai; han ché trong
sinh hoat hang ngay

Cac trigu chung
nghiém trong, han ché
tu cham soc trong sinh
hoat hang ngay, can sir
dung thiét bi hd tro

Hau qua gay de
doa tinh mang,
can chi dinh can
thiép cip cau

Chét

Bénh ly than kinh
ngoai bién, cam giac
(Peripheral sensory

Neuropathy)

Thoai héa than kinh
ngoai bién (Loss of
deep tendon
reflexes) hoac di
cam

Céc triéu chl’rng vira
phai; han ché trong
sinh hoat hang ngay

Céac triu ching
nghiém trong, han ché
ty cham so6c trong sinh
hoat hang ngay.

Hau qua gay de
doa tinh mang,
can chi dinh can
thiép cip ctu.

Chét




BENH AN NGHIEN CUU

DANH GIA KHI PIEU TR]
5 003 () | DN Sinh nam:......... Nam/nir.... So HS:...............
T Tl 1 1
Khi cAn bAo tin cho:...ccceeeeeeeeeiirireenneeiieinns 3 FUUUUUUUUORRN
Tl 11
NgAay VA0 VI€N:..eiiuiiniiiiiiniiiiiniinienncnnnes Ngay ra vien:....ccoeeeveiininnnnnnns
Chin doan TNM: T.....N...... MO giai doan........ (AJCC 2010)
Ngay bat dau tiaz......ceueeerrennnnnnnn. Ngay két thiic tiaz.......ueeeerrennnnnnnn.
Phac dd diéu tri va déc tinh cap:
Phac d6 Lic | HXPT | Héa tri Ghi cha
Vao bo tro
S6 chu ki hoa tri Ghi rd phac d6 hoa tri b6 tro:
K1 thuat xa tri
(IMRT/khong IMRT)
Doc tinh khi diéu
tri (ghi & do lon
nhat)
MéEt moi
PS
N6n-budn nén
Viém da dién tia
Viém niém mac
Khoé miéng
Vi giac
Bach cau
BCTT
HGB
TC
Ure
Creatinin
AST
ALT
bap tng U 1. Hoan toan
Chung 3. Khong ddp tng
4. Bénh tién trién
Ghi 15 chi tiét (tai chd, tai
vung/di can xa/vi tri di can)




BENH AN THEO DOI

Ténbénhnhan..................oooiils

1.  Ngay danh gia (thoi diém hoan thién thw nay) :

Ngay....... thang......... nam...........
2. Néuda méat, mit
ngay...... thang....... nam......... dwong lich
3. Tinh trang bénh nhan hién tai : 1. @é mat

) 2.S6ng
4. Nguyén nhan mat:
1. Do ung thuw da diéu trj

4. Khéng lién quan dén ung thuw, cu
thé.....oooeii
9. Khéng biét
Xin ghi r8 cac biéu hién trwéc khi

6.  Chisb toan trang:
0: Hoat déng binh thuong, khéng c6 triéu ching bénh.
1: Co triéu chimg bénh nhwng hoat dong binh thuong.
2: Cé tridu ching bénh, ndm duéi 50% thoi gian thic
tinh.
3: Co triéu chimg bénh, ndm trén 50% thoi gian thikc
tinh,khdng nam liét givrong.
4: Nam liét gitromg, 100% thoi gian thic tinh.
5. Chét
7. Bénh nhan cé dwoc dinh dwéng hd tro qua xéng da
day:
1.Co
2. Khéng
9. Khéng biét
An hoan toan bang x6ng da day
8. Tinh trang bénh hién tai va phwong phap xac dinh
Tét ca nhirng thay ddi v& bénh tinh tlr thoi didm dwoc ghi
nhan gan nhat

Hién tai Phuwong phap xac dinh
1. Khéng c6 déu hiéu | 1. LAm sang
U ban|;; :
R vé bénh ) . 2. Chén déan hinh anh
dAu | 2 Codduhieuvé  |3.Tébao—mo benh hoc
bénh , 5. Khac, d..............
3. Khdng biét 9. Khdng biét
1. Khéng c6 déu hiéu | 1. Lam sang
Hach ;
G vé bénh | 2. chén déan hinh anh
ban 2. C6 dau hiéu vé 3. Té bao — m6 bénh hoc
A bénh , 5. Khac, d..............
dau 3. Khang biét 9. Khang biét

9.  Diénbiénbénh
T4t ca nhirng thay ddi v& bénh xay ra trong thdi gian theo
doi

2. Tai phat

Dién bién Ngay ghi Phuong phép xéc dinh
nhan déu tién | (ghi bang sé theo cau 8)
U
1. Khéng cé u
2. Tai phat
Hach
1. Khéng cé u

10. Ung thw thtr hai va di can
1. Khong c6
2.Co6
9. Khéng ré
M6 bénh hoc cla ung thw thi hai
1. Ung thw biéu mé vay
2. Ung thw biéu mo tuyén
3.Khéc, la.........cc.
9. Khéng biét

10A. Vi tri tai phat, di can

Vi tri Théi diém phat hién | Phwong phap xac dinh

Phwong phap xac dinh

1. Lam sang
2. Xquang phéi
3. CT/MRI l6ng nguc
4. CT dau—cbd
5. CT/MRI 6 bung
6. Xa hinh
7. Té bao hoc, md bénh hoc
8.Khac, la.................
9. Khéng biét
11. Béng ching vé& di can
1. Khéng co
2. C6, hoan thién tiép cau nay
9. Khong biét
Cu thé:
Vi tri Thoi diém phat Phuwong phap xac dinh
hién (ghi béng sé theo cau

10A)

12.  Diéu tri thém (ngoai phwong thirc da diéu tri tai bénh
vién K)
0. Khéng
1. Xa trj thém vao u
2. Xa trj thém vao hach vung
3. Xa trj vao vj tri khac
4. Ph&u thuét ( tree sinh thiét), cu

5. Piéu trj hé théng (hoa tri)
6. Khac, la.....................
9. Khéng biét
13. Déc tinh man (ghi theo dd,trang bén)



BIEN CO BAT LOI MAN TiNH SAU PIEU TR

(tinh tir sau 90 ngay ké tir ngay Xa tri dau tién)

Xin dinh déu

v“vio d¢ |6n nhdt ma nguwéi bénh bi

Tréuching |P61 b6 2 b6 3 b6 4
Khd miéng |C6 triéu ching (vi dy,|Triéu ching vira phai; phéi thay|Khdng c¢6 kha nang dinh
khé hodc dinh nwéc|ddi ché do an qua miéng (vi du,|duwéng day dd qua duong
bot) nhwng khéng phai|nhiéu nwéc, cac chat nhén khac, |miéng; phai chi dinh an qua
thay ddi ché dd an|ché dd an ubng han ché loai|{x6ng da day hodc dinh dwéng
udng; lwvu lwgng nwéc|chwa ché bién va / hodc thwc|hoan toan qua duwéng tinh
bot khi khéng c6 kich|phdm mém, am); nwéc bot khi|mach; lwu lweng nwéc bot khi
thich> 0,2 ml / phat khong kich thich ttr 0,1-0,2 ml /|khéng kich thich <0,1 ml / phat
phut
Pau Pau nhe Dau vira; hoat dong hang ngay bi|DPau nang; hoat déng tw cham
han ché séc hang ngay bi han ché
Nghe kém  |Thay déi vé strc nghe|Nghe kém nhung khéng can chi|Nghe kém va can chi dinh can|Diéc d&c hai
(danh gia &|nhwng anh hwéng dén|dinh can thiép vé thinh giac hodc|thiép vé thinh giac hodc may|bén
nguwoi I&n, |thinh e may tro thinh; hoat dong hang|tro thinh; hoat déng tw cham
khi khéng cé ngay bi han ché séc hang ngay bi han ché
may do thinh
Iwc)
U tai Trieu ching nhe,|Triéu ch®ng vira; hoat doéng|Tri€u chirng nang; hoat dong
khéng co chi dinh can|hang ngay bi han ché tw cham soc hang ngay bi han
thiép ché
Mét mdi Giam khi nghi ngoi Khoéng gidm khi nghi ngoi; hoat|Khdng gidm khi nghi ngoi; hoat
déng hang ngay bi han ché doéng tw chdm soéc hang ngay
bi han ché
Chai (ctrng)|Chai cirng nhe, cé thé|Chai cirng vira phai, c6 thé trwot|Chai  cirng nghiém trong, |Dién rong; két
da (Skin|di chuyén da song|da, nhwng khdng thé véo da; han|khong thé truot hodc véo da;|hop véi déu
induration) [song v&i mat phdng|ché trong sinh hoat hang ngay |han ché tw cham séc trong|hiéu hodc triéu
(trvot) va vubng goc sinh hoat hang ngay chirng cla
véi da (Véo Ién) duwong thé
hoac duwong
an
Xo héa cac|Chai clring nhe, cé thé|Chai ctrng viva phai, c6 thé trwot|Chai  cirng nghiém trong, |Dién rong; két
mo lién két|di chuyén da song|da, nhung khéng thé véo da; han|khong thé trwot hodc véo da;|hop véi dau
sau song v&i mat phang|ché trong sinh hoat hang ngay |han ché tw cham séc trong|hiéu hodc triéu
(trwot) va vudng goéc sinh hoat hang ngay chirng cla
véi da (Véo Ién) duwong thé
hoac duwong
an
Nubt khé C6 triéu chirng, co thé|Co triéu chirng va phai thay déi |Bi thay dbi nghiém trong Hau quad de
&n thwéerng xuyén theo |an / nubt &n/ nudt; phai chi dinh 3n qua|doa dén tinh
ché do riéng xbng da day, dinh dwdng hoan|mang;
toan qua dwong tinh mach|can thiép khdn
ho&c nhap vién clp
Sau ring M6t hodc nhiéu rang|Sau ring bao gdm chanrédng [Sau réng dan dén viém tdy
sau, khéng bao gbém rang hodc Ap xe quanh chop
chén rang rang (periapical abscess) hoac
d&n dén mét rang
Bénh ly than|Khéng cé triéu chivng;|Cac triéu chirng vira phai; han|Céc triéu chirng nghiém trong, |Hau qua gay
kinh  ngoai[cé trieu chirng lam|ché trong sinh hoat hang ngdy |han ché tw chdm séc trong|de doa tinh
bién, van|sang hoac chi dwoc sinh hoat hang ngay, can st[mang, can chi
dong phat hién qua tham dung thiét bj hé tro dinh can thiép
(Peripheral |kh&m I&m sang; khéng cép ctu
motor can chi dinh can thiép
neuropathy)
Bénh ly than|Thoai héa than kinh|Cac triéu chirng vira phai; han|Céc triéu chirng nghiém trong, |Hau qua gay
kinh  ngoailngoai bién (Loss of|ché trong sinh hoat hang ngay |han ché tw cham séc trong|de doa tinh
bién, cam|deep tendon reflexes) sinh hoat hang ngay. mang, can chi
giac hodc di cam dinh can thiép
(Peripheral cép ctru.
sensory
Neuropathy)
Céc triéu ching khac, xin mé ta chi tiét triéu ching va thoi diém xuat hién:
Ngay ..... ..thang........... nam.............

Nguoi ghi ki tén va ghi r6 ho tén



BO CAU HOI KHAO SAT CHAT LUONG CUQC SONG COT LOI

EORTC QLQ-C30 (version 3, ban tiéng Viét)

Chuing t6i dang quan tam dén mét sé thong tin vé ban va strc khoe cua ban. Xin
vui long tra loi cac cau hoi bai chinh ban bang cach khoanh tron céc con so thich hop
nhat d6i vai treong hop caa ban. Khéng c6 cau tra loi “dang” hay “sai”. Théng tin ma

ban cung cap s& duoc giir kin hoan toan.
Ho va tén ban:

B4C sT diéu triz...ovvvenne, SO HS e, Ngay sinh (ngay/thang/nam):

Ngay hém nay (ngay/thang/nam):

1. Ban c6 thdy kho khin khi thue hién nhitng cong viéc ging
stre, vi du nhw xach mét tai d6 ndng hay mot vali?

2. Ban c6 thiy kho khin khi di b mot khoang dai?

3. Ban c6 thdy kho khin khi di bd mot khoang ngdn bén ngoai
nha minh?

4. Ban c6 cAn ndm nghi trén giwdng hay trén ghé sudt ngay?

5. Ban ¢6 can giup d& khi &n, mic, tam riva hay di vé sinh?
Trong tuin vira qua:
6. Ban da c6 bi han ché thuc hién trong viéc lam clia ban hodc

trong cac cong viéc hang ngay khac?

7. Ban da c6 bi han ché trong theo dudi cac sé thich ctia ban
hay trong cac hoat dong gidi tri khac?

8. Ban d4 c6 bi thé nhanh khong?

9. Ban da bi dau gi khong?

10. Ban da can phai nghi ngoi khong?
11. Ban c6 bi matngu?

12. Banc6 cam thiy yéu strc?

13. Ban c6 bi &n mat ngon?

14. Ban c6 cam giac budbn non?

15. Ban c6 bi n6n?

16. Ban c6 bi bon?

Khong c6 It
1 2
1 2
1 2
1 2
1 2
Khong c6 1t
1 2
1 2
1 2
1 2
1 2
1 2
1 2
1 2
1 2
1 2
1 2

Xin xem tiép trang sau

EORTC QLQ-C30 (version 3) - trang 1

Nhié Ratnhiéu
u

3 4
3 4
3 4
3 4
3 4

Nhié Ratnhiéu
u

3 4
3 4
3 4
3 4
3 4
3 4
3 4
3 4
3 4
3 4
3 4



Trong tuan vira qua: Khongco It Nhiéu Rt nhiéu

17. Ban c6 bi tiéu chay? . 2 3 4
18. Ban da c6 bi mét khong? 1 2 3 4
PSP R o 1 2 3 4
19. Con dau c6 can tré sinh hoat hang ngay ctia
ban?
20. Ban da c6 bi kho khan khi tap trung vao
. RN . s 1 2 3 4
cong viéc gi, nhu khi doc bao hay xem
truyén hinh?
21. Ban da c6 cam thiy cdng thang? 1 2 3 4
22. Bandacololang? 1 2 3 4
23. Ban da c6 cam thdy dé buc tirc? 1 2 3 4
24. Ban da c6 cam thay buon chan? 1 2 3 4
~ = s A 1 2 3 4
25. Ban da gdp kho khan khi phai nhé lai mot sw
viéc?
26. Tinh trang thé lwc ctia ban hodc viéc 1 5 3 4
diéu tri bénh gay can tré cudc séng gia
dinh ctia ban?
27. Tinh trang thé luc ctia ban hodc viéc diéu tri
bénh
gdy can tré cho cac hoat dong xa hoéi ctia ban? 1 2 3 4
28. Tinh trang thé Iyc clia ban hodc viéc 1 5 3 4
diéu tri bénh tao ra kho khan tai chinh
ctia ban?

Péi véi nhirng cau héi sau, vui long khoanh tron con sé trong khoang
tir s6 1 dén sé 7 ma phu hop nhat déi véi ban
29. Ban tu danh gia nhu thé nao vé sic khoe tdng quat caa ban trong tuan qua?
1 2 3 4 5 6 7
Rét kém Tuyét hao
30. Ban tu danh gia nhu thé ndo vé chat luong cudc séng tong quat cua ban trong

tuan qua?
1 2 3 4 5 6 7
R4t kém Tuyét hao

EORTC QLQ-C30 (version 3)-trang 2



BO CAU HOI CHAT LUONG CUQC SONG LIEN QUAN PEN UNG THU
PAU CO
EORTC OLQO - H&N35

P6i khi bénh nhan trinh bao 12 ho ¢6 cac triéu chang hoic van dé sau day. Xin cho biét

Ban bi céc triéu chang hoic van dé nay dén mic ndo trong tuan vira qua. Xin tra [0i

bang cach khoanh vao s thich hop nhat cho Ban.

Trong tuan vira qua: Khong c6 It Nhiéu Ratnhiéu

31. Ban c6 bi dau trong miéng khong? 1 2 3 4
32. Ban c6 bi dau & ham khong? 1 2 3 4
33. Ban ¢6 bi nhttc nhdi & trong miéng khong? 1 2 3 4
34. Ban c6 bi dau hong khong? 1 2 3 4
35. Ban c6 gap rac roi gi khi nudt chit 1ong khong? 1 2 3 4
36. Ban c6 gap rac roi gi khi nudt thirc &n xay nhuyén 1 2 3 4
khong?

37. Ban c6 gap rac roi gi khi nudt thirc &n ran khong? 1 2 3 4
38. Ban c¢6 bi nghen khi nu6t khong? 1 2 3 4
39. Ban c6 gap van dé gi vé rang khong? 1 2 3 4
40. Ban c6 gap van dé gi khi hd rong miéng khong? 1 2 3 4
41. Ban c6 bi kho miéng khong? 1 2 3 4
42. Nuéc bot ctia ban c6 bi quanh khong? 1 2 3 4
43. Ban c6 van dé gi vé khiru giac khong? 1 2 3 4
44. Ban c6 van dé gi vé vi gidc hay khong? 1 2 3 4
45. Ban ho nhiéu dén mic nao? 1 2 3 4
46. Ban c6 bi khan tiéng khong? 1 2 3 4
47. Ban c6 cam thay bi 6m khong? 1 2 3 4
48. Vé bé ngoai clia ban c¢6 1am phién ban khong? 1 2 3 4

Xin xem tiép trang sau
EORTC QLQ - H&N35 -Trang 1



Trong tuan vira qua:

49. Ban c6 bi phién toéi gi khi an khong?
50. Ban ¢6 bi phién toai gi khi dn trwdc mdt nhirng
nguwoi trong gia dinh khong?
51. Ban c6 bi phién toai gi khi &n truweéc mat nhitng
nguwoi khac khong?
52. Ban c6 bi phién toai gi khi thwdng thirc bita an khong?
53. Ban c6 bi phién toai gi khi néi chuyén véi

nhitng ngudi khac khong?

54. Ban c6 bi phién toai gi khi n6i chuyén qua dién thoai

khong?

55. Ban ¢6 bi phién toai gi khi ti€p xtc xa hoi véi moi
nguwoi trong gia dinh khong?

56. Ban c6 bi phién toai gi khi tiép xtc xa hoi véi ban be

khong?

57. Ban c6 bi phién toai gi khi di ra noi cong cong khong?

58. Ban c6 bi phién toai gi khi tiép xtc co thé voi
gia dinh hodc ban be khong?

59. Ban c6 cam thay gidm ham muon tinh duc khong?

60. Ban c6 cam thay giam khodi cam tinh duc khong?

Trong tudn vira qua:

61. Ban c6 dung bat ctr loai thudc gidm dau nao khong?

Khong c6

62. Ban c6 str dung nguon dinh dudng bd sung nao khong (khong ké

vitamin)?
63. Ban c6 str dung x6ng an khong?

64. Ban c6 stt can khong?

65.Ban c6 tang can khong?

EORTC QLQ - H&N35 -Trang 2

it

Nhiéu R4t nhiéu

3 4

3 4

3 4

3 4

3 4

3 4

3 4

3 4

3 4

3 4

3 4

3 4

Khoéng Co
1 2
1 2
1 2
1 2
1 2



BAN CUNG CAP THONG TIN CHO POI TUONG THAM GIA NGHIEN
cUU

Ong/ba/anh/chj dwoc moi tham gia trong nghién ciru.

Trude khi Ong/ba/anh/chi tham gia vao nghién ctru ndy, ching tbi s& giai thich cho
ong/ba/anh/chi va Ong/bé/anh/chi s& ¢6 co hoi dé dua ra cac cau hoi. Xin hay doc cAn than céc
thong tin duoc dua ra dudi day. Néu Ong/ba/anh/chi dong ¥ tham gia nghién ctru xin hdy ki vao
gidy cam doan dong ¥ tham gia. Ong/ba/anh/chi s& duoc phat mot ban sao ciia tai liéu nay dé
mang vé.

I. THONG TIN NGHIEN CU'U.

1. Tén nghién citu: Pdnh gid két qua héa xa tri va chit lwong cudc song & ngwoi
bénh ung thu vom miii hong tai bénh vién K

2. Nghién civu vién chinh: BS Tran Hung

- Dia chi: khoa xa dau cd, bénh vién K, Tan Triéu, Thanh Tri, Ha Noi

- Pién thoai: 0982102078
II. MUC PiCH CUA NGHIEN CUU

Ong/ba/anh/chi dugc chon ¢ thé tham gia vao nghién ciru ndy vi 1a nguoi bénh K vom
da diéu tri tai bénh vién K trong cac nam 2010-2013

Nghién ctru ndy s& ghi nhan tinh trang bénh hién tai ctia ngudi bénh va do luong chat
luong cude séng cua du kién téng s6 97 bénh nhan di dugc hoa xa tri trong giai doan 2011-
2013 tai bénh vién K (khi c6 bénh on dinh tir 5 nim tré 1én, tinh dén thoi diém kham lai)

Quy trinh nghién ciru (NC) va lich kham lqi.

Néu 6ng/ba/anh/chi ddng ¥ tham gia vao nghién ciru nay, Ong/ba/anh/chi s& duoc kiém
tra lai bénh &4n va danh gid tinh trang bénh hién tai dé xac dinh Ong/ba/anh/chi du diéu kién
tham gia vao nghién ctru. Néu du tiéu chuan, Ong/ba/anh/chi s& dugc moi tra 10i bo cau hoi vé
chat luong cudc séng theo mau san co trong qué trinh theo ddi sau diéu tri tai cac thoi diém
kham dinh ki.

Viéc tham gia vao nghién ciru s& kéo dai trong tir thang 10.2016 dén thang 9.2019. Quy
trinh nghién ctru va lich kham lai dugc trinh bay ¢ bang 1.

I1I. LICH KHAM LAI VA CAC QUY TRINH
1. Khéam danh gia strc khoe chung va tinh trang bénh hién tai
2. Néu bénh 6n dinh (khong c6 tai phat/di can/ung thu thi hai), nguoi bénh s& tra 161 bo

cau hoi vé chat lugng cudc song



N¢i dung

Kham 1am sang toan di¢n

Kiém tra can lam sang Si€u am c0, 6 bung

Cong thurc mau

Sinh héa mau

X quang phoi
CT/MRI néu c6 chi dinh

Nguoi bénh ty danh gia theo bo cau hoi vé chat lugng cudc séng (néu bénh 6n dinh)

Bing 1. Lich khdm lai sau méi 4-6 thang va quy trinh (tiv 1.2017 dén 9.2019)
IV. TRACH NHIEM KHI THAM GIA NGHIEN CUU

Néu dong ¥ tham gia vao nghién civu nay, Ong/bi/anh/chj can:
Lam theo 10i khuyén cia Béc sy diéu tri/nghién ctru vién.
Kham lai theo lich hen. Néu Ong/ba/anh/chi thuc sy can thiét phai nhd mot budi kham lai
theo lich. Xin hiy lién hé véi nhém nghién ciru dé dt lai lich kham lai som nhét c6 thé.
Thong bao cho nghién ctru vién chinh sém nhat c6 thé vé bat cir triéu chimg bat thuong nao
ma Ong/ba/anh/chi gap phai.
Chuan bi dé kham lai tai bénh vién mdi 4-6 thang/lan va tham gia vao tat ca cac quy trinh

dugc ligt ké ¢ bang 1.

V. RUT KHOI NGHIEN CU'U.

Ong/ba/anh/chi s& khong con duoc tiép can véi cac quy trinh lién quan dén nghién ctru.

Bac si diéu tri, nghién ctru vién chinh c6 thé dung viéc tham gia vao nghién ctru cua

Ong/ba/anh/chi bat ctr khi ndo boi mot hodc nhiéu trong cac 1y do sau:

Khong tuan theo chi dan ctia nghién ciru vién chinh va/ thanh vién ctia nhém nghién ciru.
Nghién ctru vién chinh nhan thdy viéc tiép tuc tham gia vao nghién ctru c6 thé gy bt lgi
cho Ong/ba/anh/chi.

Ong/ba/anh/chi can cac diéu tri khac ma khong dugc phép trong nghién ciru.

Nghién ctru bi huy bo.

VL. PIEU Gi KHONG PHAI LA PIEU TRI TIEU CHUAN TRONG NGHIEN CUU NAY.

Vi theo doi, danh giad trén nhiing nguoi bénh da duoc diéu tri nén moi chi dinh diéu trj

khac (sau khi két thuc diéu tri) van nam trong tiéu chuan chon va ciing khong nam trong tiéu

chuan loai trir nghién cuou



VIL. NHUNG NGUY CO, PIEU KHONG THOAI MAI VA BAT TIEN

MGt la, nhitng cdu héi trong bing khdo sdt ciia chiing t6i cé thé sé gy cim gidc
khéng thodi mdi hoic khé chiu cho ngwoi trd 1oi. Néu cam thdy khéng thodi mdi hodc kho
chiu, éng/ba c6 thé nghi mét chiit hodc bé qua bat ky cdu héi nao.

Hai 14, tinh riéng tw, bi mét. Moi thong tin trong bang khdo sdt sé dwoc s6 héa khi luu
trong mdy tinh va sé khéng dwoc tiét 16 cho bdt ki ai. Bat cir ai tham gia cudc nghién ciru nay
ciing da ky mét théa thudn rang ho sé bao mdt cho thong tin ma 6ng/ba cung cdp. Nhitng tra
loi sé khéng dwoc tiét 16 cho bat ky ai.

Ngoai l¢ cua cam két tinh bio mdt

Néu théng tin tir bang khdo sdt cho thdy sirc khée ciia ban dang bi de doa hodic theo yéu
cau ciia nha chire trdach c¢é tham quyén, chiing t6i budc phdi bdo cho nhédn vién y té hay cdc co
quan chirc nang co lién quan.

VIII. LQI ICH TIEM NANG.

Sau khi nhan dugc cau tra 101, thay thudc s& c6 thong tin dé biét nguoi bénh séng nhu
thé nao. Qua d6, giup nguoi bénh, gia dinh ngudi bénh va co thé cac nhan vién y té dja phuong
nang cao chit lugng cudc séng cho chinh nguodi bénh, ciing nhu nhitng nguoi bénh tuong tu
dugc diéu tri trong tuong lai.

IX. CAC LUA CHON THAY THE.

Néu Ong/ba/anh/chi lIya chon khong tham gia vao nghién ctru ndy, viéc theo ddi dinh ki
va chi dinh diéu tri (néu cﬁn) van duoc tién hanh theo ding cac chuan muc hién hanh.
X. QUYEN LOQI CUA BENH NHAN.

Su tham gia vao nghién ctru cua 6ng/ba/anh/chi 1a hoan toan tu nguyén. Nhiing cau hdi
cua ong/ba/anh/chi s€ dugc tra 101 ro rang va thoa dang.

Néu c6 bat cir thong tin méi ndo c6 thé anh huéng dén y mudn tiép tuc tham gia nghién
clru cua bénh nhan, dng/ba/anh/chi hodc ngudi dai dién hop phép s€ dugce thong béo kip thoi
bdi nghién ctru vién chinh hodc nguoi dai dién (ctia nghién ctru vién chinh).

Viéc ky cam doan va tham gia vao nghién ctru s& khong lam 6ng/ba/anh/chi mat bat ci
quyén lgi hop phap nao khi mudn rat khoi nghién ciru.

XII. TINH BAO MAT CUA NGHIEN CUU VA HO SO NGHIEN CUU.

Thong tin dugce thu thap tir nghién ctiru nay s€ dugc gilt bi mat. Ho so cta ong/ba/anh/chi,
trong pham vi cta luat phap va quy dinh hién hanh s& khong dugc cong bd cong khai. Chi
nhirng nghién ctru vién ctia 6ng/ba/anh/chi c6 quyén truy cip vao nhirng thong tin bi mat duoc
thu thap.

Tuy nhién, Co quan diéu tiét, Hoi ddng xét duyét trung tim va bd y té dugc cip quyén



truy cép truc tiép vao ho so gdc cua dng/ba/anh/chi dé kiém tra cac quy trinh nghién ctru va dix
liéu, ma khong 1am bat ctr thong tin nao cua 6ng/ba/anh/chi bi cong bo.

Bing viéc ky vao cam doan dong y tham gia nghién ciru dugc dinh kém, 6ng/ba/anh/chi
hodc nguoi dai dién hgp phép dugc chinh thirc chon lya vao nghién cuu, truy cdp, st dung va
luru trit cac thong tin cac nhan ctia 6ng/ba/anh/chi va tiét 16 cho nha cung cap dich vu duogc uy
quyén va bén thir 3 ¢6 lién quan.

Thong tin ca nhan nghia la cac dir liéu vé ong/ba/anh/chi lam cho dng/ba/anh/chi bi 16
danh tinh tir dit liéu d6 hodc cac dir liéu khac ma t6 chirc c6 quyén truy cap. Diéu nay bao gdm
tinh trang bénh, cac thudc, diéu tra va bénh st.

Céc nghién ctru sé tién hanh trong tuong lai phat sinh tir nghién ctru nay, dua trén dir
liéu ca nhan nay, s& dugc xem xét boi hoi dong xét duyét 6 lién quan.

Bing viéc tham gia vao nghién ctru nay, ong/ba/anh/chi khiang dinh rang da doc, hiéu
va dong y véi chinh sach bao mat dir liéu.

Nhiing dir liéu dugc thu thap va vao trong mau bao cao bénh nhan 1a tai san ciia Bénh
Vién K Trung Uong. Trong trudng hop c6 bat ctr 4n pham nao c6 lién quan tGi nghién ctru nay,
danh tinh van s& duoc giit bi mat.

XIII. CHI PHi CUA VIEC THAM GIA NGHIEN CUU

- Néu dng/ba/anh/chi tham gia nghién ciru nay, moi tw vin (vé bénh, chim séc sau
diéu tri...) s& dwoc thue hién mién phi

- Néu tham gia vao nghién ctru nay, dng/ba/anh/chi sé phai tu chi tra cho:

Chi phi di lai, an nghi trong thoi gian kham lai

Chi phi kham lai (kham 1am sang va cc kiém tra cin 1am sang khi cé chi dinh). Cac
khoan chi phi nay va céac phat sinh lién quan duogc chi trd theo diing cac quy dinh hién hanh
XIV. NHUNG BIEN CHUNG LIEN QUAN TOI NGHIEN CUU VA DEN BU.

Bién ching do tra 101 bd khao sat vé chit luong cude séng: Khong co

Ngoai ra, khi ky vao miu cam doan tham gia nghién ctru, 6ng/ba/anh/chi s& khong bi
mat bat cir quyén loi hop phap nao hodc phai bo qua cho cac bén lién quan néu c6 sai sot xdy
ra do sy thiéu trach nhiém.

XV. LIEN HE VOI AI NEU CO PIEU MUON HOL.

Néu ong/ba/anh/chi c6 nhitng ciu hoi vé nghién ciru niy hodc trong truong hop co bat
ctr thwong ton nao trong qua trinh nghién ctru, 6ng/ba/anh/chi c6 thé lién hé véi:

Nghién ctru vién chinh: Tran Hung

Dia chi: Khoa xa du c6, bénh vién K, Tan Triéu, Thanh Tri, Ha N¢i.

Dién thoai:0982102078



Nghién ctru nay dugc xem xét boi hoi déng xét duyét Dao Btc Truong Pai hoc Y Ha
Noi
Néu c6 bit ctr thic méc gi vé& nghién ctru nay, 6ng/ba/anh/chi c6 thé lién hé v6i nghién

ctru vién chinh hoidc hoi ddng xét duyét Pao Durc trudong dai hoc Y Ha Nbi.



XAC NHAN CUA BENH NHAN THAM GIA NGHIEN CUU
(V& viéc da duoc cung cap thong tin va nghe giai thich)
Nghién ctru vién chinh:
- Tén NCV chinh: Tran Hung. Ky ten: .o,
- Pia chi co quan: khoa xa dau co, bénh vién K, Tan Triéu, Thanh Tri, Ha
Noi.
- Di¢n thoai: 0982102078
Poi twong tham gia (va/hodc ngudi than di cung):
- Ho va tén day du: ....oocovevveeeennee, KY tNn: ..o
-Piachic e
-DPiénthoai: ......................

Ngay cung cdp théng tin: .... thing ..... nim 201.....



DON TINH NGUYEN THAM GIA NGHIEN CUU

Xéc nhéan rang :
To61 da doc cac thong tin dua ra trong nghién ctru : “ Ddnh gid ket qud hoa
Xg tri va chat lwong cugc song ¢ ngwoi bénh ung thu vom miii hong tai bénh
vién K” tai bénh vién K
Phiénban ........... ,Ngay ...... [...... [eviiinnn. y eeeens Trang), va t61 da duoc
cac can b nghién ctru giai thich vé& nghién ctru nay va cac thu tuc ding ky tinh
nguyén tham gia vao nghién ctru.
- Tbi da co thoi gian va co hdi dugc cin nhic tham gia vao nghién ctru nay.
- Tbi hiéu rang t6i c6 quyén duoc tiép can véi cac dit liéu ma nhitng nguoi
c6 trach nhiém mo ta trong to thong tin.
- Toi hiéu rang t6i ¢6 quyén rat khoi nghién ciru vao bat ctr thoi diém nao vi
bat cr 1y do gi.
T6i déng ¥ rang cac bac sy cham soc sie khoe chinh s& dugc thong béo vé
viéc t6i tham gia trong nghién ctru nay. Panh dau vao 6 thich hop (quyét dinh nay

s€ khong anh huong kha nang ban tham gia vao nghién ctru):

Cé Khong

Téi dong y tham gia trong nghién ciru nay

Ky tén cua nguoi tham gia Ngay / thang / nam

Neéu can,

* Ghi 10 ho tén va chit ky ciia nguoi lam ching Ngay / thang / nam

................................................................................




DANH SACH BENH NHAN PUQC CHON VAO NGHIEN CUU

Tén dé tai nghién cau: “Panh gia két qua hoa xa tri va chat lweng cudc sdng &

nguwoi bénh ung thu vom miii hong tai bénh vién K”.

Nguoi thyc hién: Tran Hing
Nguoi huéng dan: 1. PGS.TS. Tran Thi Thanh Huong
2. PGS.TS. Ngb Thanh Tung

Dia diém: Bénh vién K co s¢ Tan Triéu.

Thoi gian thyc hién: thang 11 ndm 2016 dén thang 9 nam 2019.

SO TT| MABN Ho va tén Nam sinh Dia chi
1 | 10000218 [Pham Thi T 1983 | Triéu Son, Thanh Hoa
2 | 10000238 [Tran Vin L 1977 Thanh Ba, Pht Tho
3 | 10000298 Nguyén Tuan T 1966 Thi xa Hung Yén, Hung Yén
4 | 10000345 [Tran Thi G 1946 | Kim Son, Ninh Binh
5 | 10000375 N6ng Hung A 1969 | Thong Nong, Cao Bang
6 | 10000543 [Nguyén Thi H 1961 Thanh Chuong, Nghé An
7 | 10000735 [Luu Viét P 1964 | Yén M6, Ninh Binh
8 | 10000950 Bui Thi T 1967 Yén Hung, Quang Ninh
9 | 10001068 [Lwong Thi L 1959 | Yén Diing, Bic Giang
10 | 10001120 P6 Van H 1944 | Gia Lam, Ha Noi
11 | 10001213 P64 Thi V 1956 | Chi Linh, Hai Duong
12 | 10001329 [Nguyén Birc D 1988 Thanh Ha, Hai Duong
13 | 10001339 [Nguyén Thi Thu H 1984 | Long Bién, Ha Noi
14 | 10001380 [T6 Thi Ngoc N 1977 | Tu Liém, Ha Noi
15 | 10001557 |Cu Hoang C 1949 | Puc Tho, Ha Tinh
16 | 10001572 [Tran Thi P 1960 | Tam Néng, Phti Tho
17 | 10001711 [Tran Thi Bich T 1969 | Pbng Pa, Ha Noi
18 | 10001988 6 Phuc S 1951 | Thanh phd Ha Long, Quang Ninh
19 | 10002057 [Vii Thi Q 1986 | Quynh Luu, Nghé An
20 | 10002110 [Seo Thi M 1957 Na Hang, Tuyén Quang
21 | 10002600 Nguyén Thi Phuong D | 1976 | Ba Pinh, Ha Noi
22 | 10003133 Bui Thi P 1981 | Kim Thanh, Hai Duong
23 | 10003568 Nguyén Vin K 1951 | Vinh Tudng, Vinh Phiic
24 | 10003927 |Lé Thi H 1970 | Tinh Gia, Thanh Hoa
25 | 10004152 Nguyén Thi N 1954 | D6 Luong, Nghé An
26 | 10004179 Nguyén Trong D 1974 Yén Diing, Bac Giang




S6TT| MABN Ho va tén Ném sinh Dia chi
27 | 10004216 [Luu Thi H 1956 Thi xa Tuyén Quang, Tuyén Quang
28 | 10004230 |Lé Thi L 1966 Tinh Gia, Thanh Hoa
29 | 10004412 Nguyén T 1972 | Tp Bac Ninh, Bic Ninh
30 | 10004433 [Lai Van C 1952 Nam Sach, Hai Duong
31 | 10004645 [Tran Vin Q 1982 | Mé Linh, Ha Noi M&i
32 | 10004831 Pham Van K 1950 Quéc Oai, Ha Noi M6i
33 | 10005471 [Vii Vin M 1955 | Thanh phd Hai Duong, Hai Duong
34 | 10005501 Nguyén Thi K 1964 | An Thi, Hung Yén
35 | 10006102 Poan Thé N 1946 Quang Xuong, Thanh Hoa
36 | 10006549 P buc T 1960 Thanh Mién, Hai Duong
37 | 10006561 Tran Vin M 1961 Hoa Lu, Ninh Binh
38 | 10006656 Nguyén Ngoc O 1958 Hoa Binh, Hoa Binh
39 | 10006735 [Tran Vin S 1980 Phu Ly, Ha Nam
40 | 10007030 Nguyén Vin H 1957 Ky Son, Nghé An
41 | 10007286 Hoang Thi T 1978 Muong Khuong, Lao Cai
42 | 10007325 L Trong Q 1959 Htru Liing, Lang Son
43 | 10007429 Nguyén Thi T 1956 | Tién Du, Bic Ninh
44 | 10007630 |Lé MaH 1958 Cao Loc, Lang Son
45 | 10007672 Nguyén Cong B 1955 | Hoan Kiém, Ha Noi
46 | 10007825 Nguyén Thé H 1971 | Yén Thanh, Nghé An
47 | 10008040 |Lé Van B 1963 bong Son, Thanh Hoa
48 | 10008082 Pang Pinh X 1957 Thi xd Cam Pha, Quang Ninh
49 | 10008123 D6 buc T 1969 Hoai Buc, Ha N6i Moi
50 | 10008261 Ngb Thi D 1963 | Tur Son, Bac Ninh
51 | 10008278 Nguyén Thanh D 1947 Nghi Loc, Nghé An
52 | 10008363 Nguyén Vin H 1960 Yén Diing, Bic Giang
53 | 10008381 Bui Van L 1957 Yén Thuy, Hoa Binh
54 | 10008532 [Luu Van V 1962 Hoanh B6, Quang Ninh
55 | 10008782 |Nong Quy B 1959 Binh Gia, Lang Son
56 | 10008872 [Loc Van T 1958 Binh Gia, Lang Son
57 | 10008914 Hoang Thai H 1944 Anh Son, Nghé An
58 | 10009268 Nguyén Khic T 1959 Vinh Bao, Hai Phong
59 | 10009297 [TaBaQ 1972 Gia Lam, Ha Noi
60 | 10009344 Pong Nhu P 1959 Thi xa Thai Binh, Thai Binh
61 | 10009517 |Po Thi H 1972 | Tho Xuan, Thanh Hoa
62 | 10009662 [Vii Quang V 1947 Truc Ninh, Nam Dinh




S6TT| M&BN Ho va tén Nim sinh Dia chi
63 | 10009730 Bui Céng K 1957 Luc Nam, Bac Giang
64 | 10010166 Pang Minh K 1963 Ha Long, Quang Ninh
65 | 10010310 [Phan Qudc D 1964 | Tinh Gia, Thanh Hoa
66 | 10010559 [Bli Minh D 1965 | Hoan Kiém, Ha Noi
67 | 10010648 [Luyén Thi T 1987 My Hao, Hung Yén
68 | 10010656 [Vuong Dinh T 1967 | Hoang Hoa, Thanh Hoa
69 | 10010780 Nguyén Vin D 1985 | Hai Hau, Nam Pinh
70 | 10010807 Bui Van b 1966 | Kim B6i, Hoa Binh
71 | 10010840 Ngo Vian T 1969 | Ninh Giang, Hai Duong
72 | 10011196 Nguyén Tu B 1965 Hong Bang, Hai Phong
73 | 10011259 Pao Thi T 1973 | Quéc Oai, Ha Noi Mai
74 | 10011280 Hoang Truong V 1944 Kinh M6n, Hai Duong
75 | 10011477 Nguyén Van D 1964 | Tp Bac Ninh, Bac Ninh
76 | 10011696 [Vii Thi H 1968 | Viét Tri, Pha Tho
77 | 10011790 Nguyén Manh Q 1980 | Yén Binh, Yén Bi
78 | 10011820 Nguyén Thé T 1951 | y Yén, Nam Dinh
79 | 10011863 (Chu Quang X 1972 | Dién Chau, Nghé An
80 | 10012284 |Lé Huy D 1970 | Pong Pa, Ha Noi
81 | 11000058 Hoang Van H 1948 Tra My, Quang Nam
82 | 11000162 [Tran Vin B 1966 | Quynh Luu, Nghé An
83 | 11000265 [Tran Xuéan L 1965 | Ky Anh, Ha Tinh
84 | 11000277 [Vii Vin C 1963 | Phu Tho, Phu Tho
85 | 11000533 Pinh Van T 1949 | Pong Anh, Ha Noi
86 | 11000742 Hoang Thi U 1970 Hung Ha, Thai Binh
87 | 11000929 Nguyén Thi T 1964 | Cua Lo, Nghé An
88 | 11001004 Pham Qubc M 1957 | Phu Ninh, Pht Tho
89 | 11001012 Nguyén Xuan H 1967 | Ha Hoa, Pha Tho
90 | 11001150 Duong Van b 1950 Ba Vi, Ha N61 Méi
91 | 11001187 Nguyén Cong T 1970 Lap Thach, Vinh Phuc
92 | 11001258 Pbao Van P 1954 Vinh Yén, Vinh Phuc
93 | 11001484 (Tran Van L 1957 | Vii Thu, Thai Binh
94 | 11001846 Bui Thi T 1960 | Thach That, Ha Noi Méi
95 | 11001868 Nong Van H 1968 Tién Yén, Quang Ninh
96 | 11001928 Nguyén Vin T 1958 | Bac Son, Lang Son
97 | 11002215 (Chwong Vin L 1957 | Qué Phong, Nghé An
98 | 11002217 Poan Van H 1960 Thanh phd Nam Binh, Nam Dinh




S6TT| M4 BN Ho va tén Nam sinh Dia chi
99 | 11002495 Nguyén Thi Thu H 1991 Viét Tri, Phta Tho
100 | 11002584 Bui Van T 1948 Yén Thuy, Hoa Binh
101 | 11002704 Nguyén Vin B 1965 Bao Thing, Lao Cai
102 | 11002711 Nguyén Hiru P 1970 | Hoang Hoa, Thanh Hoa
103 | 11002791 |Quach Trong V 1986 Soc Son, Ha No1
104 | 11002971 Pinh Viét H 1982 Hai Ba Trung, Ha No6i
105 | 11003131 Pang Xuan T 1964 Ba Ché, Quang Ninh
106 | 11003190 [Lé Thi X 1959 Chi Linh, Hai Duong
107 | 11003255 Nguyén Vin K 1960 Phu Binh, Thai Nguyén
108 | 11003283 Phan Thi H 1980 Nghi Loc, Nghé An
109 | 11003317 |Hoang Cbng B 1960 Viét Yén, Bic Giang
110 | 11003445 P6 Vin H 1954 Kim DBong, Hung Yén
111 | 11003734 Nguyén Minh T 1958 Son Pong, Bic Giang
112 | 11003959 [Sam Van L 1979 | Luc Ngan, Bic Giang
113 | 11004207 Nguyén Thi H 1967 My buc, Ha Noi Moi
114 | 11004262 [Pham Sinh H 1948 Giao Thuy, Nam Dinh
115 | 11004293 Pinh Van D 1963 Dai Tur, Thai Nguyén
116 | 11004310 Nguyén Van T 1960 | Péng Triéu, Quang Ninh
117 | 11004476 6 Nhu H 1951 Vinh Bdo, Hai Phong
118 | 11004532 [Ta Thanh N 1963 Vinh Tuong, Vinh Phuc
119 | 11004626 Pang Khoa S 1960 Cam Thuy, Thanh Héa
120 | 11004684 Nguyén Thi T 1968 Tam Duong, Vinh Phuc
121 | 11004723 [Lé Van N 1958 Quang Xuong, Thanh Hoa
122 | 11004769 Duong Vin T 1975 | B6 Trach, Quang Binh
123 | 11004873 |Vii Van X 1965 Yén Hung, Quang Ninh
124 | 11004991 Hoang Van H 1978 Mong Cai, Quang Ninh
125 | 11005055 Nguyén Pinh C 1962 | Thanh Oai, Ha Noi
126 | 11005116 Nguyén Ngoc V 1953 Lé Chan, Hai Phong
127 | 11005132 Nguyén Van D 1968 Thanh Son, Pht Tho
128 | 11005375 Nguyén Van T 1956 Long Bién, Ha Noi1
129 | 11005404 Hau Thi H 1969 Son Duong, Tuyén Quang
130 | 11005414 |Vii Ngoc T 1956 Thanh phé Ha Long, Quang Ninh
131 | 11005678 Duong Véan L 1958 Tp Son La, Son La
132 | 11005756 Nguyén Thi Y 1956 Van Quan, Lang Son
133 | 11005847 (Cao Thi H 1992 Viét Tri, Pha Tho
134 | 11005861 Nguyén Vin T 1957 Nghia Hung, Nam Dinh




S6TT| MaBN Ho va tén Nim sinh Dia chi
135 | 11005940 Ngbé Thu T 1993 | Ba Pinh, Ha Noi
136 | 11005987 Nguyén Vin M 1963 | Thanh Liém, Ha Nam
137 | 11006062 Nguyén Thi N 1962 | Kién An, Hai Phong
138 | 11006158 Pam Thi H 1977 | NaRi, Bac Kan
139 | 11006208 [Truong Van X 1962 Ham Yén, Tuyén Quang
140 | 11006311 [Vii Van C 1976 | Tién Hai, Thai Binh
141 | 11006716 Pang Thanh b 1967 Binh Gia, Lang Son
142 | 11006759 Nguyén Vin N 1962 | Thanh Thuy, Pha Tho
143 | 11006797 [V5 Vin S 1959 | Cam Xuyén, Ha Tinh
144 | 11007020 Hoang Van X 1953 Thanh Phd Lang Son, Lang Son
145 | 11007093 Pao Van N 1958 | Thuong Tin, Ha Noi M&i
146 | 11007094 [Lé Thi Hai N 1995 | Yén Hung, Quang Ninh
147 | 11007245 |Vii Vin B 1966 | Tho Xuan, Thanh Hoa
148 | 11007265 Nguyén Vin H 1933 Thanh Mién, Hai Duong
149 | 11007453 Nguyén Vin L 1954 Bao Thing, Lao Cai
150 | 11007654 [Vii Quc M 1951 | Kién Thuy, Hai Phong
151 | 11007675 Hoang Duong M 1958 Hoang Hoa, Thanh Hoa
152 | 11007732 Ha Van Db 1988 | My Puc, Ha Noi
153 | 11007884 Pang Van P 1957 Hai Ba Trung, Ha Noi
154 | 11007969 [Vii Thé M 1989 | Nga Son, Thanh Héa
155 | 11008068 [Tran Thi M 1968 | Thuy Nguyén, Hai Phong
156 | 11008205 Mai Van b 1948 Nghia Hung, Nam Dinh
157 | 11008208 Phan Vin T 1958 | Tua Chua, Dién Bién
158 | 11008290 [Phan Van C 1956 Yén Thanh, Ngh¢ An
159 | 11008412 [Lé Dinh T 1959 Uobng Bi, Quang Ninh
160 | 11008619 Ninh Thi T 1953 | Luc Ngan, Bic Giang
161 | 11008676 Dinh Bang T 1978 Kim Béang, Ha Nam
162 | 11008679 Nguyén Hong H 1947 | Cau Gidy, Ha Noi
163 | 11008752 Pham Vin L 1982 Gia Lam, Ha Noi
164 | 11008787 [Pham ThiL 1977 | Quy Chau, Nghé An
165 | 11008932 bang Van H 1967 Chiém Héa, Tuyén Quang
166 | 11008955 Bui Pai N 1952 | Kién Xuong, Thai Binh
167 | 11009223 [T6 Hitu L 1954 | Huyén Yén Thé, Bic Giang
168 | 11009586 [Tran Van T 1961 | Phi Xuyén, Ha Noi M6i
169 | 11009813 Pham Van L 1955 Ha Trung, Thanh Hoa
170 | 11009988 [Tran Van T 1958 | Thuy Nguyén, Hai Phong




S6TT| M&BN Ho va tén Nim sinh Dija chi
171 | 11010006 [Luong Vin T 1961 | Chuong My, Ha Noi Moi
172 | 11010021 |Chu Thi C 1962 Trang Pinh, Lang Son
173 | 11010120 Nguyén Vin H 1969 | M¥ Hao, Hung Yén
174 | 11010218 Pd Ngoc T 1957 | Tan Yén, Bic Giang
175 | 11010235 Hoang Van T 1962 Thanh Ha, Hai Duong
176 | 11010340 Nguyén Thi P 1967 | Soc Son, Ha Noi
177 | 11010460 Hoang Thi L 1960 Long Bién, Ha Noi1
178 | 11010497 [Phung Thi H 1963 | Ngb Quyén, Hai Phong
179 | 11010852 P Thanh B 1969 | Bac Ha, Lao Cai
180 | 11010923 Pao Manh T 1947 | Hai Ba Trung, Ha Noi
181 | 11011107 [Van Thi H 1985 | Hiép Hoa, Bic Giang
182 | 11011350 Quach Van b 1959 Ngoc Lac, Thanh Hoéa
183 | 11011428 Pham Vin T 1962 | Ha Trung, Thanh Hoa
184 | 11012045 [Tran Van H 1976 Khoai Chau, Hung Yén
185 | 12000892 Nguyén Thi B 1977 | Luong Tai, Bac Ninh
186 | 12001015 Nguyén Thi H 1981 | Thach That, Ha Noi M&i
187 | 12001214 [Pham Himu L 1964 | Pong Triéu, Quang Ninh
188 | 12001484 Mai Van T 1964 | Yén Thé, Bic Giang
189 | 12001797 Poan Thi T 1948 Thuy Nguyén, Hai Phong
190 | 12002021 Nguyén Trong B 1956 Yén Phong, Bic Ninh
191 | 12002203 [Ting Tat P 1974 | Kim Thanh, Hai Duong
192 | 12002395 Poan Binh D 1985 Quang Xuong, Thanh Hoa
193 | 12002420 Hoang Van H 1962 Vian Quan, Lang Son
194 | 12002453 Nguyén Thi H 1970 | Thanh Liém, Ha Nam
195 | 12002631 Nguyén Quang V 1964 | Quynh Phu, Thai Binh
196 | 12003357 [Vii Thi K 1982 Nga Son, Thanh Hoa
197 | 12003704 Nguyén Thi P 1961 | Kién Thuy, Hai Phong
198 | 12003881 Nguyén Hitu T 1969 | Mong Cai, Quang Ninh
199 | 12004892 Nguyén Viét K 1947 | Ba Vi, Ha Noi
200 | 12004942 [Truong Nhat T 1975 Quynh Luu, Nghé An
201 | 12005122 Nguyén Quang K 1949 Tién Du, Bic Ninh
202 | 12005389 [Kiéu Thi H 1972 | Hau Loc, Thanh Héa
203 | 12005540 |Lé Van T 1980 | Yén Thé, Bic Giang
204 | 12005640 Nguyén Hong N 1958 | Thi xd Ha Tinh, Ha Tinh
205 | 12005767 |[Vii Vin D 1966 | Hai Hau, Nam Dinh
206 | 12005800 [Tran Thi D 1966 | Son Pong, Bic Giang




S6TT| M&BN Ho va tén Nim sinh Dija chi
207 | 12005856 Nguyén Vin T 1964 Gia Binh, Bic Ninh
208 | 12006086 [Tran Vin C 1970 | Hiép Hoa, Bic Giang
209 | 12006451 [Truong Vin T 1977 | Ly Nhan, Ha Nam
210 | 12006529 Nghiém Khic T 1964 | Mé Linh, Ha Noi M&i
211 | 12006606 Nguyén Thanh T 1982 Hoang Mai, Ha Noi
212 | 12006635 [T6 Quang D 1961 | Tién Hai, Thai Binh
213 | 12006972 Ng0 Nguyén T 1990 v Yén, Nam Dinh
214 | 12007218 L6 Van T 1974 | Qué Phong, Nghé An
215 | 12016761 [Tran Vin B 1991 | Phua Xuyén, Ha Noi Méi
216 | 12107605 |Pham Thanh P 1971 Thanh Phé Lang Son, Lang Son
217 | 12107750 |[Pham Thi L 1956 Thi xa Song Cong, Thai Nguyén
218 | 12107913 [Tran Thi H 1958 | Ung Hoa, Ha Noi
219 | 12108027 Ha Van T 1959 | An Duong, Hai Phong
220 | 12108535 Phung Thi T 1964 | Lam Thao, Phu Tho
221 | 12108586 Pinh Thij Ngoc H 1964 | Ba Pinh, Ha Noi
222 | 12108763 Nguyén Thi Quynh N | 1986 | Ngb Quyén, Hai Phong
223 | 12109014 Néng Thanh T 1957 Chiém Héa, Tuyén Quang
224 | 12109238 Pham Thi B 1971 Tt Ky, Hai Duong
225 | 12109368 Duong Van V 1961 Binh Xuyén, Vinh Phuc
226 | 12109654 [Phan Thi Lan A 1970 Gia Lam, Ha No1
227 | 12109666 Tran Van L 1963 Thach Thanh, Thanh Hoéa
228 | 12109795 |Bui Cong D 1961 | Thanh pho Thai Nguyén, Thai Nguyén
229 | 12110085 Nguyén Ké T 1952 | Bic Giang, Bic Giang
230 | 12110833 [Lyc Thi L 1988 | Ham Yén, Tuyén Quang
231 | 12110913 [Nguyén Tién D 1965 Dién Bién, Dién Bién
232 | 12110929 HO Thi H 1979 | Qudc Oai, Ha Noi Méi
233 | 12110982 [Lai Vin B 1964 | Thanh Xuan, Ha Noi
234 | 12111007 Luu Vin L 1952 | Thai Thuy, Thai Binh
235 | 12111062 Nguyén Thi L 1993 Yén Phong, Bic Ninh
236 | 12111183 |H6 Hitu D 1966 | Quynh Luu, Nghé An
237 | 13100244 Pham Thi M 1967 | Hai Hau, Nam Dinh
238 | 13100328 [Tran Thi N 1956 | Viét Tri, Pha Tho
239 | 13100749 [Trinh Thi H 1950 Chi Lang, Lang Son
240 | 13101005 Nguyén Vin K 1959 | Poéng Anh, Ha Noi
241 | 13101569 Nguyén Xuan T 1950 | Pong Anh, Ha Noi
242 | 13101720 DPinh Xuin V 1951 Long Bién, Ha No1




S6TT| M&BN Ho va tén Nim sinh Dija chi
243 | 13101739 |Lé Van V 1949 | Pong Anh, Ha Noi
244 | 13101895 Pdng Thi H 1980 | Phd Yén, Thai Nguyén
245 | 13101944 Nguyén Vin H 1968 | Yén Thanh, Nghé An
246 | 13102218 Nguyén Ngoc K 1958 Khoai Chau, Hung Yén
247 | 13102400 Bui Van H 1971 Quan Long Bién, Ha No6i
248 | 13102543 Nguyén Thi H 1962 Gia Binh, Bac Ninh
249 | 13102571 Nguyén Thi D 1968 | Quang Yén, Quang Ninh
250 | 13102668 [Lé Thi H 1959 | Qué Phong, Nghé An
251 | 13102983 [Tran Dodn C 1949 | Thij xa Hung Yén, Hung Yén
252 | 13103067 [Lé Van K 1962 | Tp Bac Ninh, Bac Ninh
253 | 13103215 [Luu Quang L 1960 Ngo Quyén, Hai Phong
254 | 13103229 [Tran Vin B 1962 | Budn Ma Thuot, Pak Lik
255 | 13103598 [Tran Vin B 1970 Tam Dao, Vinh Phuc
256 | 13103861 [Nguyén Viét H 1973 | Gia Lam, Ha Noi
257 | 13104164 Nong Van T 1985 | NaRi, Bic Kan
258 | 13104226 [Nguyén Thi N 1963 | Yén Khéanh, Ninh Binh
259 | 13104277 Truong Van H 1962 Tam DPéo, Vinh Phuc
260 | 13104665 |[Luu Vin C 1969 | Mé Linh, Ha Noi Méi
261 | 13105029 Nguyén Anh X 1954 | Sam Son, Thanh Hoa
262 | 13105057 Nguyén Thi Hong M| 1980 | Lam Thao, Phu Tho
263 | 13105512 [Ngb Vin C 1955 | Ba Dinh, Ha Noi
264 | 13105514 Hoang Tién D 1988 | Pong Vin, Ha Giang
265 | 13105528 Nguyén Thi T 1957 | C6 T6, Quang Ninh
266 | 13105656 [Ngb Duy C 1951 | Hung Ha, Thai Binh
267 | 13105999 Hoang Van N 1957 Chuong My, Ha N1
268 | 13106023 Hoang Minh D 1965 Song Thao, Phu Tho
269 | 13106304 [Hoang Xuan P 1957 | Van Yén, Yén Bai
270 | 13106513 [Tran Thi L 1971 | Luc Ngan, Bic Giang
271 | 13106532 |[Luong Van b 1958 Cam Pha, Quang Ninh
272 | 13106601 Nguyén Vin K 1975 | KBang, Gia Lai
273 | 13106614 {Pang Thi Anh T 1969 | Hoang Mai, Ha Noi
274 | 13106934 |Pham Thanh H 1966 Yén M¥, Hung Yén
275 | 13107494 Nguyén Vin T 1954 Long Bién, Ha No1
276 | 13107611 [Lé Van H 1978 My Hao, Hung Yén
277 | 13107645 Duong Thi H 1974 | Thi xa Bic Giang, Bic Giang
278 | 13107823 [Bui Viét H 1967 | Thanh Tri, Ha Noi




S65TT| MAaBN Ho va tén Niim sinh Dia chi
279 | 13107945 Nguyén Vin H 1956 Thi xa Yén Béi, Yén Bai
280 | 13108124 [Tran Kim N 1958 Tam Nong, Phu Tho
281 | 13108484 Bui Van T 1962 Lac Son, Hoa Binh
282 | 13109872 [Phan Trong Q 1953 Hiép Hoa, Bic Giang
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