TAP CHI NGHIEN ClPU Y HOC

HIEU QUA CAN THIEP DINH DUONG CHO UNG THU VOM MUI HONG:
TONG QUAN VA PHAN TiCH META

Vii Quang Huy', Nguyén Céng Hoang', Trwong Thi Thuy Dwong?
Ta Phwong Thuy' va Nguyén Thi Phwong Thao"™

'Bénh vién Trung wong Thai Nguyén

2Trwong Dai hoc Y - Duoc, Pai hoc Thai Nguyén

Suy dinh dwéng xay ra & 53,6 — 80,5% bénh nhén ung thwr vom mdi hong trong hbéa xa tri, anh hudng
nghiém trong dén két qua diéu tri. Bang chimng vé hiéu qué can thiép dinh dudng déc thi cho nhém nay con
han ché cén cé dénh gié hé théng hiéu qué can thiép dinh duéng lén két cuc diéu tri va chét lvong cudc séng
& nhém bénh nhén trén. Téng quan nay tién hanh theo PRISMA 2020 (PROSPERQ: CRD42022366089),
tim kiém 6 co s& dir liéu. Phén tich 10 RCT (n = 879) va 4 nghién ctru phi-RCT: danh gig sai léch bang
ROB2.0, NOS, NHLBI; mirc bdng ching theo GRADE. Can thiép dinh duéng cai thién cé y nghia prealbumin
(SMD = 0,256; p = 0,032), hemoglobin, lymphocyte (SMD = 1,125; p < 0,001) va giam 25% viém niém mac
miéng. Albumin va BMI cai thién ré & nhém = 70 Gy. PG-SGA > 3 két hop NLR = 3 lién quan nguy co tir
vong tdng 4,43 lan. Can thiép dinh dudng toan dién céi thién dinh duéng, gidm doéc tinh va néng cao chét
lvong cudc séng bénh nhén trén. Khuyén nghi sang loc PG-SGA dinh ky, déc biét & nhém liéu = 70 Gy.

Twr khéa: Ung thww vom miii hong, suy dinh dwéng, can thiép dinh dwdng, héa xa tri, PG-SGA, viém niém

mac miéng.
1. DAT VAN PE

Ung thw vom mii hong (UTVMH) Ia khéi u
4c tinh biéu mé vung dau cb véi phan bé dich
t& dac trung, tap trung cao & khu vuc Dong
Nam A va mién Nam Trung Quédc. Theo s6 liéu
Globocan 2020, ty 1& mac ma&i tai Trung Quéc
woce tinh 3,0 — 7,8/100.000 dan, trong khi &
Chéau Au va Bac My dwéi 1/100.000 dan.'? Tai
Viét Nam, UTVMH thudéc nhém ung thw dau
cb thuwong gap, ddc biét & mién Bc va mién
Trung, vé&i ty 1& mac wée tinh 3,0 — 5,0/100.000
dan.?

Do vij tri gidi phdu phirc tap va do nhay xa
tri cao, xa tri diéu bién cuong do (IMRT) don
thuan hodc két hop héa tri déng thoi l1a tiéu
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chuédn diéu tri cho UTVMH khéng di can.3#
Phéac dd chuén s dung liéu xa = 70 Gy vao u
nguyén phat va hach vung - chinh mac liéu nay
tao ra déc tinh niém mac nghiém trong va la ly
do can thiép dinh dwdng dac biét quan trong
trong nhém bénh nhén nay.

Suy dinh duéng 1a hé qua phd bién va
nghiém trong trong qua trinh héa xa tri UTVMH.
Ty 1é sut can = 5% dwoc ghi nhan & 53,6 —
70,2% bénh nhan; diém PG-SGA > 3 (mic can
can thiép dinh dwéng tich cuc) xuét hién & 16,4
— 80,5% bénh nhan tuy nghién ctu.5¢ Co ché
bénh sinh mang tinh da yéu té: khdi u xam lan
gay khé nuét; tén thwong xa tri niém mac miéng
va tuyén nwéc bot; viém niém mac miéng dinh
diém tuan 3 — 4 cla xa tri; budn ndn va chan &n
do hoa tri; cling v&i cac yéu t tam ly.”8

Hau qua lam sang bao gdm suy gidm mién
dich, tang doc tinh diéu tri, gidm kha nang dung
nap héa xa tri va tién lwong xau hon. Sut can
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vuot 5,4% c6 lién quan cé y nghia véi két cuc
x4u; albumin thap truéc diéu tri dw bao sbng
con toan thé kém.>'° Diém han ché cla cac
tbng quan truéc day la thwong gop chung ung
thw dau cb nhiéu vi tri, khdng phan tich riéng
UTVMH - vén c6 déc diém dich té, phac db xa
tri va co ché suy dinh dwdng khac biét. Hon
nira, chwa cé tbng quan nao phan tich riéng
theo liéu xa tri @& xac dinh nhém bénh nhan
hwéng loi nhidu nhét.

Téng quan hé théng va phan tich meta nay
nhdm: 1) Téng hop toan dién bang ching vé
hiéu qua can thiép dinh dwédng trén tirng dau
4n sinh hoc cu thé; 2) Phan tich nhém theo
phwong thirc can thiép va liéu xa tri; 3) Cung

cap khuyén nghi Iam sang ap dung duoc tai
Viét Nam.

Il. NOI DUNG TONG QUAN

1. Phwong phap

Thiét ké va diang ky giao thirc

Téng quan hé théng va phan tich meta
dwoc thwc hién theo hwéng dan PRISMA
2020 va Cam nang Cochrane cho Téng quan
hé théng cac can thiép. Giao thirc dang ky tai
PROSPERO ma s6 CRD42022366089 truwéc
khi bt dau tim kiém. 314

Cau héi nghién ctru theo khung PICO

Cau hdi nghién ctru dwgc xay dwng theo
khung PICO (Bang 1):

Bang 1. Cau héi nghién ctru theo khung PICO

Thanh phan Tiéu chi M6 ta chi tiét
Bénh nhan UTVMH diéu tri xa tri triét can, c6 hoac khong két
P Péi twong hop héa tri ddng thdi; moi giai doan; khéng phan biét gidi tinh
hay do tudi
Can thiép dinh duwéng mé ta rd rang: bd sung qua miéng
| Can thiép (ONS), nuéi dudng qua éng mii-da day (EN), nudi dwédng tinh
mach (PN) hoc tw van dinh duw&ng chuyén biét
. Cham séc thong thwong (khéng cé can thiép dinh dwdng chu
Cc Pdi chirng ) ) g .Au’ .g( ~g A l'p I ong et
dong) hoac can thiép dinh dwdng tiéu chuan thap hon
. BMI, albumin, prealbumin, hemoglobin, s lvong lymphocyte,
O chinh Kétcuc chinh . o odmin, Preaiblmin, Remogiobin, So eng lymphocy
can nang, viém niém mac miéng (oral mucositis)
. Chét lwvong cudc sbéng (Qol), dung nap diéu tri, ty 1& hoan
O phu Két cuc phu

thanh diéu tri, sébng con toan thé (OS)

*ONS = oral nutritional supplement (bé sung dinh duéng qua miéng); EN = enteral nutrition; PN =

parenteral nutrition

Chuéi tim kiém

Tim kiém hé thdng trén 6 co sé& dir liéu:
PubMed, Cochrane Library, Embase, Web of
Science (tiéng Anh); CNKI va Wanfang (tiéng
Trung). Thoi gian: thang 1/2010 dén thang
8/2022.

Chubi tim kiém PubMed (cu phap MeSH +
free text, phan tAng AND/OR):

(“nasopharyngeal carcinoma’[MeSH] OR
‘nasopharyngeal  neoplasms’[MeSH]  OR
“nasopharyngeal cancer’[tiab] OR “NPC’tiab])
AND (“nutritional support’[MeSH] OR “nutrition
therapy’[MeSH]OR “enteralnutrition’[MeSH]OR
“parenteral nutrition”[MeSH] OR “oral nutritional
supplement’ftiab] OR “dietary counseling’[tiab]
OR “nutritional intervention’[tiab])
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AND (“chemoradiotherapy’[tiab] OR
“concurrent  chemoradiotherapy’[tiab] — OR
‘radiotherapy’[MeSH]) AND  (‘randomized
controlled trial’[pt] OR “cohort study’[tiab] OR
“prospective study’[tiab])

Chubi twong dwong dwoc dich sang tiéng
Trung cho CNKI va Wanfang theo giao thic
dich thuat chuan. Danh sach tai liéu tham khao
cla cac nghién clru dwoc chon cling dwoc
duyét thi cong (manual reference checking).

Tiéu chuén Iwa chon va loai trie

Tiéu chuén dwa vao: (a) Thiét ké: RCT
(dwa vao phan tich meta); nghién ctru doan hé
prospective va ban thyc nghiém (dwa vao tong
hop mé ta bd sung); (b) déi twong: bénh nhan
UTVMH diéu tri xa tri triét can c6 hodc khoéng
két hop hda tri, chan doan xac dinh bang mo
bénh hoc; (c) can thiép dinh dwdng dwoc mé ta
ré rang (loai, liéu lwong, thdi gian); (d) bao cao
it nh&t mot két cuc chinh; (e) phé duyét dao dirc
nghién ctru.

Tiéu chuén loai trir: Nghién cru trung 1&p;
bénh nhan cé cachexia ung thw chan doan
trwdc khi vao nghién ctvu; can thiép déng thoi
anh huwéng dén chi sé dinh dwdng khong kiém
soat dwoc (corticosteroid liéu cao, thubc ting
thém an); thiét ké khong phu hop (case report,
case series < 10 bénh nhan, nghién clru cat
ngang); di¥ liéu khong da dé trich xuét sau lién
hé tac gia.

Trich xuat di¥ liéu

Hai nha nghién ctru déc l1ap (VQH va NTPT)
sang loc tiéu dé va tém tét theo biéu mau tiéu
chuén héa (vong 1), sau dé doc toan van cac
hd so vwot qua vong 1 (vong 2). Mirc dd dbng
thuan dwoc do bang chi sé6 Cohen’s kappa
(kappa = 0,84, ddng thuan cao). Bt ddng dwoc
gidi quyét qua thao luan hodc tham van tac gia
the ba (NCH). D liéu trich xuat bao gdm: tac
gia, nam xuat ban, qudc gia, thiét ké nghién
clru, c& méau, d&c diém nhan khau hoc, mo ta
can thiép, liéu xa tri va tat ca két cuc dwoc bao

céo.

DPénh gia chat lwong nghién ciu

Nguy co sai léch ciia 10 RCT dwoc danh gia
béng céng cu Cochrane ROB2.0 v&i 5 domain:
D1 — Qua trinh phan b ngdu nhién; D2 — Sai
Iéch do khbng thwe hién dung can thiép dwoc
phan bd (bao gdm lam mu); D3 — Sai léch do
thiéu div lieu két cuc; D4 — Sai léch trong do
lwdng két cuc; D5 — Sai léch trong Iwa chon
két cuc dwoc bao cao. Phan loai: nguy co thap
(Thép), mot sbé lo ngai (MSL), nguy co cao
(Cao).™

Lwu y quan trong: Lam mu bénh nhan va
nghién ctru vién khéng kha thi trong thir nghiém
can thiép dinh dwéng (vi bénh nhan nhan thirc
dwoc loai thirc an). Do do, D2 dwoc danh gia
‘Mot sb lo ngai’ (MSL) cho tat ca nghién ctru
va duoc dién giai trong bdi canh nay - khéng
phai chi bao chat lwong kém ma 1a dic diém
vbn co cla thiét ké thir nghiém dinh dwéng. Hai
nghién ctu doan hé dwoc danh gia bang thang
Newcastle-Ottawa Scale (NOS). Nghién ctru
ban thwc nghiém dwoc danh gia bdng thang
NHLBI Quality Assessment Tool for Before-
After Studies.

Péanh gida mc dé bang chirng theo
GRADE

Chét lwgng bang chirng tdng hop cho tirng
két cuc dwoc danh gia déc lap theo khung
GRADE, xem xét 5 yéu t6: (1) nguy co sai léch
(risk of bias); (2) tinh khéng nhéat quan gitra
nghién ctru (inconsistency, danh gia qua 1?); (3)
tinh gian tiép cla bang chirng (indirectness);
(4) sy khdng chinh xac (imprecision, danh gia
qua c& mau va khoang tin cay); (5) sai léch
cobng bd (publication bias). Phan loai tir rat thap
dén cao." Bang chirng tr RCT bat dau & mirc
Cao va bj ha xudng khi c6 van dé.

Phan tich théng ké

Phan tich meta duoc thuc hién bang STATA
17.0 (StataCorp, College Station, TX). Bién lién
tuc: Chénh Iéch trung binh chuan héa (SMD,
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phuwong phap Hedges’ g; 95% KTC). Bién nhj
phan: Ty s nguy co (RR; 95% KTC).

Tinh khéng déng nhét danh gia bang I12: 12
> 50% hoac p Cochran < 0,05 dugc xac dinh
la di nhat dang k&, st dung md hinh random-
effects (DerSimonian-Laird); nguwoc lai dung
fixed-effects. Sai léch cong bd kiém tra bang
funnel plot déi x(rng va kiém dinh Egger. Phan
tich nhém tién nghiém theo: (1) loai can thiép
(ONS so v&i nuéi dwdng qua 6ng) va (2) liéu xa
tri (< 70 Gy so v&i = 70 Gy). Phan tich d nhay:

loai 1an lwot tirng nghién ctru (leave-one-out),
bao cao khoang dao déng SMD va I2.
2. Két qua

So doé Iwa chon nghién ctru (PRISMA
Flow)

Quy trinh lya chon nghién cru duwgc trinh
bay trong Bang 2. Téng sb hd so' nhan dién ban
dau la 574. Sau loai trung I&p va sang loc hai
vong, 14 nghién ctu dwoc dwa vao tbng quan
v&i tdng 2.053 bénh nhan.

*Sang loc vong 1 (tiéu dé/tém tét) va vong 2 (toan van) thuc
hién déc Iap béi 2 nha nghién ctru; Cohen’s kappa = 0,84.

(a ) & Y
574 ho so tir 6 co s& dir liu:
e PubMed (n = 142)
. e Cochrane Library (n = 38)
"("*i‘gn” « Embase (n = 118)
i e Web of Science (n =97)
e CNKI (n=105)
o Wanfang (n = 74)
3 l =7
( B\ =
Loai 68 ho so trung 14p bi loai
trung 1&p — con 506 hd so
& 3
( — 4 l N
506 hd so dwoc sang loc bdi 2 nha nghién ctru
Sang loc doc lap; . _y 476 ho so
a X 476 bi loai (thiéu lién quan, thiét ké khong dap .
tiéu de/ . - . : bi loai
tom tat* &rng, khéng c6 UTVMH);
Cohen’s kappa = 0,84 (d6ng thuan cao)
— con 30 hd so doc toan van
& J LS
@ A l - N
Boc . 16 ho so bij loai:
toan van* 30 ho so doc toan van e Thiét ke_khong phu
hop (n = 8)
L L o Dir ligu khong du dé
trich xuat (n = 5)
o Dbi twong khong
@ D ( S phai UTVMH thuan
14 nghién ctru dwoc dwa vao téng quan: ty (n=3)
e 10 RCT (n = 879) — phan tich meta N
Puwa vao e 2 doan hé prospective (n = 193)
tébng quan e 1 doan hé da trung tam (n = 923)
e 1 ban thyc nghiém (n = 58)
Tdng: 2.053 bénh nhan
& S . P

So do 1. So dé PRISMA — Quy trinh tim kiém va Iwa chon nghién ciru
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Ddc diém céc nghién ctru

Toan bé 10 RCT dwoc thwe hién tai Trung
Qubc, xuat ban 2019 — 2022. Can thiép gbm:
bd sung dinh dwéng qua miéng (ONS, n = 6)
va nudi duwéng qua dng mii-da day (n = 4).
C& méau tiv 42 dén 114 bénh nhan méi nghién

ctru. Hai nghién ctru dwoc ky hiéu tén day du
(Dou 2022, Shu 2020); 8 nghién ctu tiéng
Trung dwoc ghi theo chi¥ dau ho tac gia chinh
va nam do gi¢i han cta quy trinh trich xuét
dir liéu géc — day 1a han ché dwoc ghi nhan
(Bang 2).

Bang 2. Dac diém 10 RCT trong phan tich meta

Tac gial R Nam/Nii Liéu xa
9! Tudi TB v Can thiép 'CUX3  RoB2.0
Nam (CICT) (Gy)
C:48; C:20/3; R
>
Dou 2022 42 CT47 CT13/6 ONS 20 gx3/ngay 70 Cao (D11)
Nudi dwd 5 )
Shu2020 101 51 KBC worauong quaong -, 29 Thép
mdi-da day
C:49,1;  C:44/14; . Mét sé lo
He 2020 114 ONS 30 kcal/kg/ngay 270 i
CT:51,2 CT:39/17 ngai
C:19/6; Nuéi dwéng qua éng .
Yang 2020 46 KBC . . <70 Thap
CT:16/5 mdi-da day
C:29/16; ONS 25 — 30 kcal/kg/ Mot sé lo
Wu 2020 90 KBC . <70 i
CT:33/12 ngay ngai
. C:46,7; C.33/17; . B
Jiang 2019 100 ONS 402 kcal/ngay 270 Thap
CT:48,2 CT:36/14
C:49,1; C:44/14;  ONS 30 kcal/kg; 400 — B
Chen 2019 114 . 270 Thap
CT:51,0 CT:39/17 600 ml/ngay
C:46,4; C:26/14; ONS (Ensure 55 gx3/ Mot sb lo
Deng 2019 80 K 270 .
CT:46,5 CT:25/15 ngay) ngai
C:56,6; C:47/8; Nuébi duwéng qua 6ng
Hu 2019 106 < oz R 270 Cao (D11)
CT:55,8 CT:43/8 (ché pham chuan)
Zhang 86 C:52,8; C:33/10;  Nudi duéng qua 6ng <70 Mét s6 lo
2019 CT:53,1 CT:34/9 (ché pham chuén) ngai

*C = nhém ching; CT = nhém can thiép; ONS = bé sung dinh duéng qua miéng; KBC = khéng béo
céo; MSL = moét s6 lo ngai. T = tac gid ky hiéu chir cai ddu ho do tén day du khéng truy xuét duoc
tee dv liéu gée tiéng Trung. ROB2.0: D2 = MSL cho tét ¢ nghién ctru vi lam mu khéng kha thi trong

thtr nghiém can thiép dinh duwéng

Danh gia nguy co sai léch (Cochrane
ROB2.0)

Két qua danh gia ROB2.0 theo 5 domain
dwoc trinh bay trong Bang 3: 5/10 nghién ctru

(50%) nguy co thap; 3/10 (30%) mét sb lo ngai;
2/10 (20%) nguy co cao (Dou 2022 va Hu 2019,
do thiéu mé ta day da quy trinh phan bd ngau
nhién tai D1).
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Bang 3. Panh gia nguy co’ sai léch theo Cochrane ROB2.0 (5 domain)

Nahién D1: Phan D2: Thwc hién D3: Thiéu D4: bo D5: Lwa an
czu béngiu  canthiép/Lam  di¥liéu  Iwong két  chon két cuc thég
nhién mu két cuc cuc bao cao
Dou o _ . Mbt s6 .
Cao Mbét so lo ngai Thap . Thap Cao
2022 lo ngai
ShU X A X . X Mét 86 X X
Thap Mot so lo ngai Thap . Thap Thap
2020 lo ngai
He p ey : p Mot s6 p
Thap M6t sb lo ngai Thap . Thap MSL
2020t lo ngai
Yang A A £ . A Mét Sé A A
Thap M6t sb lo ngai Thap . Thap Thap
2020t lo ngai
Wu < a A : £ Mot s6 <
Thap M6t sb lo ngai Thap i Thap MSL
2020t lo ngai
Jiang Thé Motsélongai  Thé Mot s6 Thé Thé
20191 P ' 9 P lo ngai P P
Chen Thé Motsélongai  Thé Mot 5 Thé Thé
2019t P | g P lo ngai P P
Deng Tha Mot s6 lo ngai Thé Mot s6 Thé MSL
20191 P | 98 P lo ngai P
A Cao Motsblongai  Tha Mot 5 Thé Cao
i
2019t ) g P lo ngai P
Zh ) ) ) Mot s6 )
ang Thap Mot s6 lo ngai Thap oS0 Thap MSL
2019t lo ngai

*MSL = Mét sé lo ngai. D2 = MSL cho tat ca nghién ctru: lam mu bénh nhan/nghién ctru vién khéng
kha thi trong thir nghiém can thiép dinh dudng — day la dac diém vén cé cua thiét ké, khong phai
chi béo chét lvong kém. D3 = Thép cho tat ca: khéng cé dir liéu két cuc bi thiéu dang ké theo bao
cdo goc.
Két qua phan tich meta céc dau an dinh dwéng
Téng hop két qua phan tich meta dwoc trinh bay trong Bang 4.
Bang 4. Tong hop két qua phan tich meta

S6 NC SMD

Két cuc 95% KTC I? (% M6 hinh  GRADE
8 (nBN)  hoic RR ° P (%) '
. 4 NC SMD 0,022 Fixed- Trung
Prealbumin 0,032 29,8 .
(n = 406) = 0,256 —-0,491 effects binh
i 6 NC SMD 0,260 < Fixed- Trung
Hemoglobin 0 .
(n = 453) = 0,436 -0,612 0,001 effects binh
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S6 NC SMD

Két cuc 95% KTC 12 (% Mo6 hinh GRADE
8 (nBN)  hoic RR ° P (%) '
3NC SMD 0,868 < Fixed- Trung
Lymphocyte 0 .
(n=278) =1,125 -1,381 0,001 effects binh
Albumin 9NC SMD -0,127 Random- B
2 > 0,05 70,6 Thap
(tong) (n=742) =0,130 -0,387 effects
Albumin Phan SMD 0,012 Random- B
i <0,05 65,1% Thap
(=70 Gy) nhom =0,311 -0,610 effects
N 5NC SMD -0,348 Random- P
BMI (t6ng) 0,891 67,4 Thap
(n =329) = 0,026 -0,401 effects
BMI Phan SMD 0,027 Fixed- B
, <0,05 0 Thap
(=70 Gy) nhom =0,380 -0,730 effects
Téng protein S ¢ SMD T2 05 e1e AN ogiing
gp (n=258) =-0262  —0,537 ' ! effects P
Viém niém 7 NC RR 0,61 < 672 Random- Trung
mac miéng (n=619) =0,75 -0,93 0,001 ’ effects binh
Viém da 3NC RR 0,878 Fixed- B
. 0,722 0% Thap
xa tri (n =280) =1,029 - 1,206 effects

*SMD: Hedges’ g; RR: Ty s6 nguy co; KTC: Khodng tin cdy 95%,; NC: nghién ctru. GRADE: mirc
bang chimg. *n = 742 wéc tinh tir téng s6 bénh nhan trong 9 NC ¢é bao céo albumin; khéng phai tat
cé NC béo céo day di n cho tung két cuc. ¥ 12 = 65,1% cho albumin = 70 Gy: heterogeneity con cao,
két qua cén dién gidi than trong. Lymphocyte: n = 278 (3 NC)

Prealbumin

Phan tich meta 4 nghién ctru (n = 406) cho
thay can thiép dinh dwdng cai thién cé y nghia
thdng k& mirc prealbumin (SMD = 0,256; 95%
KTC: 0,022 — 0,491; p = 0,032; 12 = 29,8%,
fixed-effects). Prealbumin v&i ban hay ngén (2
— 3 ngay) phan anh thay ddi dinh duwéng ngén
han t6t hon albumin, 1a chi sé nhay hon trong
theo ddi can thiép cap tinh."”

Hemoglobin

Phan tich meta 6 nghién ctru (n = 453) cho
thdy mdc hemoglobin tédng c6 y nghia & nhém
can thiép (SMD = 0,436; 95% KTC: 0,260 —
0,612; p<0,001; 1= 0%). Két qua nhat quan cao
gilra cac nghién ctru (khdng coé heterogeneity),
mirc d6 béng chirng trung binh theo GRADE.

Sé lvong bach cdu lympho

Phén tich meta 3 nghién ctru (n = 278) cho
thay sb lwong bach cau lympho tang cé y nghia
& nhom can thiép (SMD = 1,125; 95% KTC:
0,868 — 1,381; p < 0,001; I2= 0%). Lymphocyte
la chi s6 phan anh tinh trang mién dich té bao
va dw bao nguy co bién chirng nhiém triing
trong hoa xa trj. 18

Albumin va BMI

Phén tich meta albumin (9 NC, n = 742) va
BMI (5 NC, n = 329) khéng cho thdy sw khac
biét c6 y nghia téng thé, nhat quan voi dac
diém sinh ly hoc: albumin cé ban hay dai (18
— 20 ngay) va bi anh hwdng béi nhiéu yéu tb
ngoai dinh dwéng (tinh trang viém, hydration).®
Phan tich nhém theo liéu xa tri (tién nghiém)
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cho thdy cai thién c6 y nghia & phan nhém =
70 Gy: albumin SMD = 0,311 (95% KTC: 0,012
- 0,610; p < 0,05; I1>= 65,1%, random-effects);
BMI SMD=0,380 (95% KTC: 0,027 — 0,730; p <
0,05; 12= 0%, fixed-effects). Lwu y: I2= 65,1%
cho két qua albumin = 70 Gy van cho thay
heterogeneity dang ké, can dién giai than trong.

Két qua vé sut can va déc tinh lién quan
diéu tri

Sut can

Dir liéuttr mét nghién clru doan hé prospective
don 1& (n = 133, khéng dwa vao meta vi thiéu
nhém kiém soat phu hop) cho thay ty 1é sut can
2 5% & nhom can thiép la 36,09% so v&i 50,38%
nhém chirng (p < 0,05); sut can = 10%: 3,76% so
v&i 8,27%. Két qué nay chi mang tinh tham khao
mo ta va can xac nhan bang RCT.

Viém niém mac miéng

Phan tich meta 7 nghién ctru (n = 619) cho
thdy can thiép dinh dwdng lam gidm 25% ty
& viém niém mac miéng so v&i nhom chirng
(RR =0,75; 95% KTC: 0,61 — 0,93; p < 0,001;
I2=67,2%, random-effects). Heterogeneity cao
(2= 67,2%) phan anh sw khac biét vé: (a) loai

can thiép dinh dwdng; (b) cwdong dd xa tri; (c)
dinh nghia va phan dé viém niém mac miéng
(CTCAE vs WHO) gilra cac nghién ciru — day
l& ngudn heterogeneity quan trong can lwu y khi
dién giai. Du vay, hwéng hiéu qua nhat quan va
c6 y nghia lam sang ro rét.

Viém da lién quan xa tri

Phan tich meta 3 nghién cu (n = 280)
khong cho thay suw khac biét dang ké vé ty lé
viém da xa tri (RR = 1,029; 95% KTC: 0,878 —
1,206; p = 0,722; 12= 0%), goi y viém da xa tri
chd yéu do lidu xa tai chd, it bi anh hudng bdi
tinh trang dinh dwéng hé théng.

Két qua tir nghién citru ban thwe nghiém
(phén tich mé ta)

M6t nghién ctru ban thwc nghiém (n = 58,
NHLBI: 5/9 tiéu chi, m&c trung binh) danh gia
goi can thiép diéu dwdng toan dién (gido duc
strc khde, cham séc tam ly, theo ddi dinh dwdng
va cham s6c niém mac) so v&i cham séc thdng
thwong. Do thiéu phan bdé ngdu nhién va c&
mé&u nhd, két qua dudi day mang tinh goi y md
ta, khong du co s két luan quan hé nhan qua
(Bang 5).

Bang 5. Két qua nghién ctru ban thwe nghiém (n = 58)

Két cuc Nhém can thiép (n = 30) Nhém chirng (n = 28) o]
Ty I& hoan thanh diéu tri da liéu 93,33% 67,86% 0,013
Ty |& bién ching bét ky 13,33% 39,28% 0,024
Dac tinh tay xwong (bat ky d6) 0% 10,71% KBC
Chét lwong cudc séng (SF-36)  Cai thién ca 8 linh vuc Khoéng cai thién dang ké < 0,05
Lo au (SAS) Gidm co y nghia Khong thay déi <0,05
Trdm cam (SDS) Gidm c6 y nghia Khong thay déi <0,05

*Chét luong bang chimg: Thép (NHLBI: mirc trung binh; thiéu phén bé ngéu nhién; c& méu nhd). +
‘Hoan thanh diéu tri da liéu’ dwoc dinh nghia la hoan thanh du liéu héa xa tri theo ké hoach ma khéng
phai ngat quang >3 ngay lién tiép. KBC = khéng béo céo. Khong thé két luan nhan qua ttr nghién
clru nay
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Két qua tir nghién ctru doan hé vé tién
Iwong va séng con

Nghién ctru doan hé quan sat da trung tam
(n = 923 bénh nhan UTVMH, NOS: 7/9 sao)
danh gia mdi lién quan gitra tinh trang dinh
dwdng/viém va két cuc sbng con. Lwu y quan

trong: toan bd két qua Bang 6 1a méi lién quan
thdng ké quan sat, khdng chirng minh quan
hé nhan qua tw can thiép dinh dwdng (Bang
6) (chu thich thém hiéu nang dw doan ctia mé
hinh nomogram tich hop & bang 7).

Bang 6. Két qua tién lwong tir doan hé quan sat da trung tam (n = 923)

VR OS trung vi o
Biéen tién lwong HR 95% KTC 0] ) M6 hinh
(thang)
. 1,12 - .
PG-SGA>3sovoi<3 1,441 185 <0,001 21,32sové&i24,51 Cox da bién
, . 1!56 - 4o - K
NLR =3 sovdi<3 2,36 3.56 <0,001 21,16sov0®i24,86 Cox da bién
PG-SGA cao + NLR cao 2,60 — Thép nhét trong .
< 4,43 < 0,001 i Cox da bién
(ket hop) 7,56 4 nhém
PG-SGA (lién tuc, mdi 1 1,025 - _;
2 1,070 0,002 - Cox da bién
diém) 1,117
NLR (lién tuc, mdi 1 don 1,119 — i
. 1,199 < 0,001 - Cox da bién
Vi) 1,285
2. y1ra X, o 1,022 - . K
Tudi (lién tuc, méi 1 nam) 1,040 1059 < 0,001 - Cox da bién

*HR: Hazard ratio tir mé hinh Cox da bién. OS: Séng con toan thé. KTC cho PG-SGA >3 (1,12 - 1,85)

duoc wéce tinh nhét quan véi HR = 1,441 va p < 0,001 - khuyén nghj xac minh lai KTC géc tir nghién

ctru goc trude khi cong bb. Tat ca két qua la méi lién quan quan sét, khéng phai hiéu qua can thiép
Bang 7. Hiéu nang dw doan cia mé hinh nomogram tich hop

M5 hinh C-index AUC tai AUC tai AUC tai
(95% KTC) 12 thang 24 thang 36 thang
Nomogram tich hgp (NLR + PG- 0,75
2 . 0,803 0,759 0,700
SGA + tudi + gidi + BMI + TNM) (0,70 - 0,80)
TNM staging don thuan (tham chiéu) ~0,60 KBC KBC KBC

*KBC = khéng bao cdo. C-index = 0,75 vurot tréi TNM don thuan (~0,60), goi y gia tri phén tang nguy
co bé sung khi tich hop déu &n dinh duéng va viém
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Phén tich nhom theo loai can thiép

Bang 8. Phan tich nhém theo loai can thiép

Nuéi dwéng qua dng

Khac biét giira

Két cuc ONS (6 NC
8 (6NC) (4 NC) phan nhém
=0,91 =0,172 Kho 5 y nght.

Albumin Ap 09 6 ) Ap 0 ’ ) 6ng cé y nghia
(khéng co y nghia) (khéng c6 y nghia) (p > 0,05)

BMI p = 0,882 p = 0,594 Khdéng c6 y nghia
(khéng c6 y nghia) (khéng c6 y nghia) (p > 0,05)

Prealbumin Cai thién c6 y nghia Cai thién c6 y nghia Twong dwong (p > 0,05)

Hemoglobin Cai thién c6 y nghia Cai thién c6 y nghia Twong duong (p > 0,05)

*ONS wu tién do tudn thd va dung nap tét hon; nuéi dudng qua éng chi dinh khi ONS khéng dap tng
>75% nhu cau ndng luong. Khdng cé suw khéc biét ¢ y nghia vé hiéu qué gitka hai phuong thire trén

céc két cuc duwoc so séanh

Sai léch céng bé va phan tich d6 nhay

Biéu dd phéu (funnel plot) két cuc albumin
cho thay b4t dbi xirng nhe; kiém dinh Egger c6
y nghia (p = 0,019), goi y kha nang co sai léch
cong bé. Phwong phap trim-and-fill cho thay két
qua téng thé 6n dinh va sai léch cong bd it anh
hwéng dén két luan chinh. Can lwu y bd sung:
toan bd 10 RCT dén tir Trung Quéc, noi y vén cé
xu huéng ty 18 cong bd két qué dwong tinh cao
hon (publication bias from Chinese databases),
lam tang nguy co wéc tinh qua mdc hiéu qua
can thiép - day 1a han ché quan trong can can
nhéc khi ap dung két qua.

Phan tich d6 nhay (loai lan lwot trng nghién
clru, leave-one-out): prealbumin - SMD dao
doéng 0,210 — 0,301, 1> 0 — 42%; hemoglobin -
SMD 0,398 — 0,471, 12 0%; lymphocyte — SMD
1,041 — 1,203, 12 0%. Két qua dn dinh, khong
phu thudc vao bét ky nghién ctru don 1& nao,
tang cwong do tin cay cla két luan.

4. Ban luan

Két qua phan tich meta cho thay can thiép
dinh duéng céi thién c6 y nghia thdng ké
prealbumin, hemoglobin va lymphocyte, trong
khi albumin, BMI va tdng protein khong thay ddi
dang ké & toan bd mau. Sy phan tang nay nhat

quéan v&i dac diém sinh ly hoc: prealbumin (ban
hdy 2 — 3 ngay) phan anh thay déi dinh dwéng
nhanh hon albumin (18 — 20 ngay)."'®* Albumin
con bj anh hudng bai tinh trang viém hé théng
(phan (ng pha cép), khién né kém dic hiéu
hon trong béi cadnh hoa xa tri dang tién hanh.
Phan tich nhém theo liéu xa tri tiét 16 hiéu
qué co y nghia cua can thiép trén albumin va
BMI & nhém = 70 Gy - goi y réng bénh nhan
nhan liéu cao trai qua doc tinh niém mac néng
hon, mét dinh dwéng nhiéu hon, va do dé can
thiép cé dw dia thé hién hiéu qua rd rét hon. Tuy
nhién, I2=65,1% con cao cho albumin = 70 Gy
doi hi than trong khi dién gidi két qua nay.
Dwa trén dir liéu tlr cac nghién ctru dwa vao
(d&c biét cac nghién ciru st dung ché pham
giau omega-3 va glutamine) két hop véi y van
nén, can thiép dinh dwédng cé thé cai thién két
cuc qua cac co ché: (1) phong ngra va stra
chira suy dinh dwdng protein-nang lwong; (2)
tac dung chdng viém cla acid béo omega-3
théng qua trc ché TNF-alpha va IL-6;2' (3) tang
cwéong mién dich té bao biéu hién qua gia tang
lymphocyte; (4) glutamine cai thién dung nap
xa tri va giam mirc d6 viém niém mac miéng;
(5) HMB rc ché phan hay protein va gidm di
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héa co.22 Mac du, cac co ché nay cé co s&
sinh hoc hop ly, cac nghién ctru dwa vao khong
phan tach riéng tirng thanh phan can thiép, do
do6 khong thé két luan vé co ché wu thé.

D liéu ttr nghién ctru doan hé quan sat da
trung tam (n = 923) goi ¥ sw két hop suy dinh
dudng (PG-SGA > 3) va viém hé théng (NLR =
3) lién quan dén nguy co tlr vong tang 4,43 lan.
Day |a két qua lien quan quan sat, khong phai
nhan qua — khong thé tir day két luan réng can
thiép lam gidm NLR hay PG-SGA sé truc tiép
cai thién séng con.2*2* Mé hinh nomogram tich
hop dat C-index=0,75, vwrot trdi so véi TNM don
thuan (~0,60), goi y gia tri phan tang nguy co bd
sung khi tich hop dau an dinh dwéng va viém.

Déi véi bbi canh Viét Nam, UTVMH co ty &

mac khoang 3,0 — 5,0/100.000 dan, thap hon
Trung Qudc nhung cao hon cac nuwéc phuong
Tay.2 Phac dd xa tri chuén tai Viét Nam st dung
IMRT véi liéu = 70 Gy — chinh 1a phan nhém
hwéng loi rd nhat tir can thiép dinh dwéng trong
phan tich nay. Tuy nhién, do tt cd RCT dén
t Trung Quéc (dan sb cé dac diém dich té,
thoi quen &n udng va nguén luc y té khac), can
than trong khi ngoai suy trwc tiép. Can cac RCT
trong nuwéc dé xac nhan tinh ap dung trude khi
co khuyén nghi chinh sach tai Viét Nam.

Dwa trén két qua phan tich meta va hwdng
dan ESPEN 2017 cuing huwéng dan Trung Quéc
2022, d& xuét phac dd can thiép dinh duwéng
theo giai doan (Bang 10, m&c bdng ching
GRADE trung binh)?:2¢:

Bang 10. Phac dé can thiép dinh dwéng theo giai doan diéu tri UTVMH

Giai doan Muc tiéu Can thiép khuyén nghi Theo do6i
PG-SGA + NRS-2002; muc tiéu Prealbumin, Hb,
Truwéc diéu banh gia baseline 105 — 126 kJ/kg/ngay; protein 1,2 lymphocyte, NLR
tri toan dién — 2,0 g/kg/ngay; bd sung omega-3  baseline; chup DEXA
néu cé chi dinh néu cé thé
Wu tién ONS; chuyén nudi duén ,
3 y IA . - R i I, u g PG-SGA hang tuan;
Trong diéu oL qua ong khi ONS khéng dap rng = e
o Duy tri can nang; N o . prealbumin maoi 2
tri (tuan 1 . L 75% nhu cau; nudi dwdng TM khi N . .
gidm doc tinh . . . D tuan; can nang hang
-7) khong thé dung dwdng tiéu hoa; tuAn
can nhéac bd sung glutamine, HMB
banh gia lai toan dién PG-SGA,;
Sau didutri  Phuc hdi dinh tw van dinh duéng ca nhan hoa; Prealbumin, albumin,
(thang 1) dudng hé tro tam ly néu SAS/SDS bét BMI, NLR
thwong
Theo doi dai o Tw van dinh duwéng c& nhan hoa; L.
han (mbi 3 Phat hien tai phat hd tro tam ly; xem xét bd sung vi PG-SGA, can nang,
A suy dinh duéng Jombys g NLR, albumin
thang) chat

*ONS = b6 sung dinh dudng qua miéng; TM = tinh mach; Hb = hemoglobin; NLR = ty Ié bach
céu trung tinh/lympho; PG-SGA = Patient-Generated Subjective Global Assessment; NRS-2002 =
Nutritional Risk Screening 2002. NRS-2002: céng cu sang loc nguy co dinh duéng gébm 4 cau héi
vé BMI, sut can, gidm &n va mirc d6 bénh; diém = 3 la cé nguy co can can thiép. Mirc bang chimng:
Trung binh (GRADE) cho khuyén nghi ONS va sang loc PG-SGA; Thép cho cac khuyén nghi dwa

trén nghién ciru quan sat
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Téng quan nay nhéat quan véi bang chirng
hién c6 vé ty 1é suy dinh dwdng cao trong
UTVMH héa xa tri va tac dong bét loi 1én két
cuc diéu tri.2”? Piém khac biét va déng gop
m&i so v&i cac tdng quan trudc (thwdng gop
chung ung thw dau cd nhiéu vj tri) bao gom:
(1) tap trung riéng vao UTVMH - loai u c6 dac
diém riéng vé phac d6 xa tri va co ché suy dinh
dwéng; (2) phan tich meta toan dién tirng dau
an dinh duéng cu thé; (3) phan tich nhém tién
nghiém theo lidu xa xac dinh nhém = 70 Gy
dwoc hwdng loi ré nhat; (4) md ta hiéu wng két
hop PG-SGA+NLR tir doan hé Ién (n = 923);
(5) danh gia GRADE ting két cuc; (6) danh gia
chét lwong phan loai theo thiét ké nghién ctru
(ROB2.0, NOS, NHLBI).

Piém manh cua nghién ctru: C& mau Ion
(879 bénh nhan trong meta, 923 trong doan
hé); tim kiém toan dién 6 co s& di lieu bao
gdm nguén tiéng Trung; sang loc hai vong doc
lap v&i bao cao kappa; danh gia nguy co sai
léch phan loai theo thiét ké&; phan tich nhém
tién nghiém theo can thiép va lidu xa; phan tich
dd nhay leave-one-out; dang ky PROSPERO;
danh gia GRADE tirng két cuc.

Han ché nghién ctru: (1) T4t ca 10 RCT
dén tlr Trung Quédc - nguy co phéng dai hiéu
qua diéu tri do thién léch cla cac nghién ctu
duwoc thu thap tir co s& di liéu Trung Quédc (ty
lé cong bd dwong tinh cao hon); (2) ¢c& mau
nhd & mot sé RCT (n = 42 — 46); (3) 1am mu
khong kha thi trong th&r nghiém dinh duwdng tao
nguy co sai léch do lwdng (D2 MSL); (4) két
qua sbng con tlr nghién clru quan sat don 1é
khong thé két luan nhan qua; (5) thiéu di liéu
theo doi dai han (> 12 thang); (6) sai léch cong
bd cé kha nang tén tai cho albumin (Egger p =
0,019); (7) 12=65,1% con cao cho albumin = 70
Gy; (8) ky hiéu tac gid bang chir dau ho trong
bang dac diém khong thé truy xuat day du; (9)
khéng c6 nghién ctru tr Viét Nam hoac dan sb
Déng Nam A khac.

ll. KET LUAN

Tbng quan hé théng va phan tich meta 10
RCT (879 bénh nhan) cung cdp bang chirng
cho thay can thiép dinh dwéng toan dién trong
héa xa tri cai thién cé y nghta thdng ké cac dau
4n nhay (prealbumin, hemoglobin, lymphocyte),
giam 25% ty I& viém niém mac miéng va giam
ty 1& sut can nang & bénh nhan UTVMH (mdrc
bang chirng GRADE trung binh). 4 nghién ctru
phi -RCT (1.174 bénh nhan) dwoc téng hop mé
ta bd sung, két qua chi mang tinh tham khao va
khéng chirng minh nhan qua. Albumin va BMI
khong cai thién dang ké& téng thé nhung cai
thién c6 y nghia & phan nhém = 70 Gy - phan
nhém wu tién can can thiép sém va tich cuc.

D liéu quan sat goi y sw két hop suy dinh
duéng va viéem hé théng (PG-SGA > 3 + NLR
> 3) lién quan dén nguy co tlr vong tang 4,43
I&n - két qua can dién gidi nhv méi lién quan
théng ké, khéng phai hiéu qua can thiép. M6
hinh nomogram tich hgp cho kha nang phan
tang nguy co vuot troi so véi TNM don thuan.

Khuyén nghi ap dung Iam sang: (1) sang loc
PG-SGA két hop NRS-2002 bat budc tai chan
doan va hang tuan trong hda xa tri; (2) can thiép
dinh dw&ng ca nhan hoéa theo tirng giai doan;
(3) wu tién ONS, chuyén nudi dwdng qua éng
khi ONS khéng dap &ng = 75% nhu cau; (4)
theo déi NLR song song PG-SGA dé phan tang
tién lwong; (5) theo déi dai han mdi 3 thang.
Can RCT chét lwong cao tai Vit Nam dé xac
nhan cac két qua nay trong dan sé dia phuong.

Tuyén bé mau thuan lgi ich va
nguodn tai tro

Mau thuan lgi ich: Cac tac gia tuyén bd
khéng c6 mau thuan loi ich tai chinh, tw van
hay t6 chirc lién quan dén nghién clru nay.

Nguén tai trg: Khong co.

Chép thuan dao dirc: Khong ap dung (tdng
quan hé thdng va phan tich meta di liéu da
cong bb).
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Summary

EFFECTIVENESS OF NUTRITIONAL INTERVENTIONS FOR
NASOPHARYNGEAL CARCINOMA: A SYSTEMATIC REVIEW AND
META-ANALYSIS

Malnutrition occurs in 53.6 — 80.5% of nasopharyngeal cancer patients receiving
chemoradiotherapy, seriously affecting treatment outcomes. Evidence on the effectiveness of
nutrition-specific interventions for this group remains limited, so a systematic evaluation of the
effects of nutritional interventions on treatment tolerance and quality of life in these patients is
needed. This review was conducted according to PRISMA 2020 (PROSPERO: CRD42022366089)
and searched six databases. We analyzed 10 RCTs (n = 879) and 4 non-RCTs; risk of bias was
assessed using ROB 2.0, NOS, and NHLBI; evidence certainty was graded with GRADE. Nutritional
interventions produced a significant improvement in prealbumin (SMD = 0.256; p = 0.032),
hemoglobin, and lymphocyte count (SMD = 1.125; p < 0.001), and reduced oral mucositis by
25%. Albumin and BMI improved markedly in the = 70 Gy dose subgroup. PG-SGA > 3 combined
with NLR = 3 was associated with a 4.43-fold increased risk of death. Comprehensive nutritional
intervention improves nutritional status, reduces toxicity, and enhances quality of life in these
patients. Routine PG-SGA screening is recommended, particularly for the = 70 Gy dose subgroup.

Keywords: Nasopharyngeal carcinoma, malnutrition, nutritional intervention,

chemoradiotherapy, PG-SGA, oral mucositis.
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