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TOM TAT

Cho t6i hién tai, cai thudc 14 hoan toan ludn 1a bién phap tét nhat dé bao vé suc khoé cho ban than
ngudi nghién thudc 14 va cdng dong. Tuy nhién, viéc cai thudc 1d hoan toan la moét thach thic rat
I6n va nhiéu két qua cho thdy nguy co that bai rét cao. Trong trusng hap nay, thudc la khong dét
chdy c6 thé [a bién phap danh cho nhiing ngudi van tiép tuc hdt thudc 14, Bai bdo nay nghién ctu
su khac biét vé chiic nang ho hap va tinh trang bénh phéi man tinh & ngudi truéng thanh tiing
hat thudc 14 gitia cac nhom: (1) tiép tuc duy tr hat thudc 1a diéu, (2) chuyén hoan toan sang san
phdm nicotine khéng dét chay, (3) cai thudc 1a hoan toan. Nghién cuu thuc hién tim kiém trén
Pubmed, Cochrane va Google Scholar cac nghién ctiu béo cdo FEV1, FVC, FEV1/FVC, dot cdp COPD,
triéu chiing hé hép, hodc ung thu phdi. Hai nghién ctu vién doc 1ap thuc hién sang log, trich xuét
dr liéu, danh gia chat lugng (STROBE), nguy ca sai léch (RoB2.0/ROBINS-I) va muic d6 chac chéan
clia bang ching. Bé cuong nghién ctiu da dang ky trén PROSPERO (mé s6&: CRD420251232685).
Muai bai bdo (6 RCT, 3 doan hé, 1 nghién cu cit ngang) véi hon 119.000 ngudi tham gia, thai gian
theo doi tlr 5 ngay dén 20 ndm dugc dua vao phan tich. Theo GRADE, muic dé chac chan céc bang
chiing ttr trung binh dén théap. Vi vay, cai thudc hoan toan mang lai lgi ich [én nhat vé chiic nang
hé hap clng nhu gidm nguy co bénh phdi man tinh. Céc sén pham khéng dét chay khéng chéc
chdn mang lai mét s6 lgi ich so vdi viéc tiép tuc hat thudc 14 diéu, song chua co bang ching chac
chdn vé cai thién chic nang hé hap dai han hodc gidm nguy co ctia COPD va ung thu phéi. Can
nhiéu nghién clu hon nia trong tuong lai dé ciing ¢d bang ching.

Tu khoa: Thudc 1 dién t, thudc 1 nung néng, hut thude 18, bénh phéi tdc nghén man tinh,

COPD, cai thudc 14

GIGI THIEU

Hut thudc 14 diéu (TLD) 13 mot trong nhiing nguyén
nhan hang ddu giy ra nhiéu bénh tat va hang triéu
ca tll vong trén toan cdu, ddc biét lién quan dén bénh
phdi tic nghén mén tinh (COPD), ung thu phéi va
nhiéu bénh nguy hiém khic'. Nhiing bing ching
tit cic nghién ctiu dich t€ hoc va t6ng quan hé théng
cho thdy hut thudc 14 lam ting dang ké nguy co mac
ung thu phéi, COPD, bénh ly tim mach va dét quy
& c& nam va ni>~*. Do d6, viéc giam hodic loai bo
phoi nhiém vdi khéi thudc 14 diéu 1a chién lugc cot 161
nhdm gidm ganh ning bénh tat lién quan dén thudc
la.

Hién nay, cac san phdm nicotine khong d6t chdy nhu
thudc 14 dién ti (TLDT), thudc 14 nung néng (TLNN)
da dugc phat trién, nhu mét Iya chon tiém ning cho
viéc thay thé thudc 14 truyén théng®. Nhiing san
phdm nay giup ngudi st dung hip thu nicotine khong
tri qua qud trinh d6t chdy - nguon phat sinh céc chit
doc hai de doa stic khoe 8. Mot tha nghiém l4m sang

ngau nhién c6 déi chiing (RCT) ctia nhém nghién ciiu
Caponnetto va cong su (cs) (2013) con cho thdy réngg,
nhiing ngudi hat thudc khong cé y dinh bo thude, viée
sti dung TLDT ciing gép phan lam gidm lugng tiéu
thu thudc 14 va gitp ho cai thudc 14 1au dai ma khong
giy tac dung phu dang k€ . Bén canh d¢, nghién ctu
can thiép ngin han lai ghi nh&n nhiing thay d6i vé mit
sinh ly tam théi & dudng thé nhiing ngusi st dung
TLDT, du ho chua tiing hut thuéc hodc khong mac
bénh phéi man tinh trude d6, bao gém sy thay doi
vé stic can dudng thé va cic triéu chiing ho hép cip
tinh !0, Tuy vay, nhiing thay d6i nay & mtic 46 nho va
c6 th€ hoi phuc. Ngoai ra, mot s6 nghién ctiu khong
cho thay sy thay d6i ddng ké vé cac tdc dong cuia viéc
stt dung thudc 14 khong dot chdy 1én chiic nang ho
hép va bénh phéi man tinh, nhung ciing c6 nghién
ctiu bude dau ghi nhin mot s6 thay déi tich cyc 1én
cdc yéu t6 nay. Nhiing tht nghiém van con han ché
va chua théng nhit vé két qua gitia cic nhom nghién

cﬁuS,/,l()—lZ.

Trich dan bai bao nay: Phuong T N, Nguyén D Q, Liém D T, Hiing T P. Anh huéng ctia cac san pham
thudc 1a thay thé khéng dét chay déi véi chiic nang hé hap va bénh phéi man tinh & nguéi truéng
thanh: mét tdng quan hé théng. VNUHCM J. Health Sci. 2026; 7(1):990-1011.
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Vi vay, can c6 su téng hop va danh gid mot cich hé
théng vé tic dong ctia sdn phdm thudc 14 khong d6t
chay. Téng quan hé théng nay nham tra 16i cho céu
hoi: “Liéu c6 sy khdc biét ndo vé chiic ndang hé hdp
va tinh trang bénh phdi man tinh gitia nhiing ngudi
tiép tuc hit thudc 1é diéu, nhiing ngudi chuyén hoan
toan sang san phdm khong dot chdy, va nhiing ngudi
cai thudc ld hoan toan?” - Lam tién dé cho viéc dé
xudt cac chién lugce d6i véi chinh sach gidm hai thudc
14 hién nay.

PHUGONG PHAP

Phuong thtic

Pé cuong nghién ctu da dugc dang ky trén co
s¢ di liéu PROSPERO - International Prospective
Register of Systematic Reviews (ma s6 dang ky:
CRD420251232685). Nghién ctiu dugc thuc hién
dua trén hudng dan ctia Cochrane Collaboration.
Viéc sang loc cac nghién ctiu du di€u kién va bao
cdo di liéu dya trén Tuyén bd vé Muc bdo cdo Uu
tién cho Téng quan hé théng va Phan tich t6ng hop
(PRISMA) 3.

Chién lugc tim kiém

Céc RCT hodc nghién ctiu doan hé, nghién ctu cit
ngang vé€ anh huéng ctia TLDT, TLD va cai thudc 1a
1én chi s6 ho hdp va céc bénh phéi mén tinh dugc tim
kiém trén co s§ dit liéu PubMed, Cochrane va Google
Scholar (khung thgi gian xudt ban ttr 01/01/1990 dén
18/11/2025). Viéc tim kiém bat d4u vao thang 8 nim
2025 va dugc cip nhat vao thang 11 nam 2025. Chi
tiét ddy du vé chién lugc tim kiém dugc trinh bay
tai Phu luc 1. Sau khi loc trung, chung t6i doc lap
tién hanh quy trinh sang loc cac bai bdo du diéu kién.
Budc ddu, chung toi xem xét tiéu dé va tom tit, sau
d6 danh gid toan vin d€ cac dinh cdc nghién ctu du
diéu kién. Céc bai bdo toan vin dugc danh gid cin
trong theo cac tiéu chi chon vao va loai trit dugc xac
dinh tU trudc. Quad trinh nay dugc hai nha nghién
ctiu thuc hién doc 14p va song song, thuc hién thong
nhét néu c6 khac biét vé két qua. Trong trudng hop
hai nha nghién ctiu khong thoa thuan dugc, viéc dua
cac nghién ctiu vao ddnh gid cudi cling sé dugc quyét
dinh d¢c lap bdi nha nghién ctiu thi ba.

Tiéu chi da diéu kién

Tiéu chi chon vao

Chung t6i chon vao cac bai bdo khong gidi han vé khu
vuc, sdc tdc, va ngdn ngii. DEi tugng nghién ciu la
ngudi trudng thanh, da tiing hat thudc 14. Nhiing bai
bdo c6 can thiép chuyén hoan toan sang san phim
khong dét chay, hodc cai thudce 14, hodc tiép tuc hat
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TLD. Két cuc dugc bdo cdo gdm céc chi s6 vé chiic
nang ho hép va triéu ching, tién trién thanh bénh
phdi man tinh. Cac nghién ctu ngdn han (< 1 tudn)
chi dugc git lai néu c6 bao cdo chi tiét vé chiic nang
ho hap.

Tiéu chuan loai trit

Chung t6i loai trii cac nghién ctiu danh gia tac dong
cdp tinh (acute effects) xay ra ngay sau khi stt dung
san phdm, cac nghién cttu khong cé nhém so sanh,
cac bdo cdo ca bénh, bdo cdo loat ca.

KET CUC NGHIEN CUU

Két cuc chinh ctia nghién ctu nay la céc chi s6 chiic
nang ho hép, bao gom chi sé FEV1, FVC, FEV1/FVC;
va két cuc vé€ cic bénh lién quan ho hip, nhu s6 dot
cép COPD, triéu chiing ho hdp (triéu chiing, CAT,
GOLD). Bén canh d6, két cuc phu ma nghién ctu
quan tdm bao gom: FEF25-75%, FET, 6MWD, ung
thu phdi, va ttt vong do bénh phdi.

PHAN TiCH THONG KE

Danh gia chit lugng

Danh sach ki€ém tra STROBE goém ndm phén, chia lam
22 muc nho dugc st dung d€ danh gid thiét ké nghién
ctiu doan hé. Diém STROBE dugc bio céo cho mbi
nghién ctiu dudi dang phan trim. Cé bén loai cau

»

trd 161 dugc cung cdp, bao gom: “cd’, “khong’, “khong
rd rang” va “khong dp dung” Téng s6 ciu tra 16i “c6”
dugc conglai, chia cho tdng s6 cAu hoi ctia mbi nghién
ctiu, nhén véi 100. Tong s6 cau hoi ctia nghién citu la
s0 cau cua danh sach STROBE trii di cdu “khong ap
dung” Hai nha nghién ctu thyc hién danh gia doc
lap, sau d6 cting nhau thao luan d€ tim kiém sy dong
thuén. B4t ky khac biét ndo khong thoa thuén dugc sé
dugc giai quyét bdi tac gia thi ba trong nhém nghién
ctiu.

Panh gia nguy co sai léch

Cac cong cu RoB2.0 4 qugc st dung cho cac RCT va
ROBINS-I cho nghién cttu doan hé va cit ngang nham
danh gia nguy co sai léch. Hai nha nghién ctiu danh
gid doc 1ap va thao luan khi cé bat dong, van dé sé
dugc quyét dinh doc lap bsi nha nghién ciu thi ba
khi khong dat dugc thoa thudn.

Phan tich s6 liéu

Do dii liéu khong dong nhdt va han ché s6 liéu dinh
lugng, hién tai, trong nghién ctiu nay chung tdi thuc
hién t6ng hgp dinh tinh (narrative synthesis).

Chat lugng caa bang chiing

Chaitlugng ctia bang chiing dugc danh gid theo hudng
dan GRADE.
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KET QUA

Qua trinh lva chon nghién ctu va dac diém
cac nghién ctitu dua vao phan tich

P
278 b béo c6 tiredc co 55 dilidu:
= 193 Pubmed
L3 65 Cochrane Central Registerof  |———#| Bai béo tringlép twa & (n=2)
! Controlled Trials
20 Google Schalar
276 bii béo duoc sing loc ity dé vatém Tua 8 v tm tét khéng phis hop vé bién phép can thidp
g it va a8 tuomg nghién ctu (n = 42)
H I
£
&

234 b e xét ik chi chonloal l_, 224 bii bio b Losi trir do
e 1. Thiétké nghién ciu khdc (n = 60)

Canthitp khic (n = 57)
Khéng 6 két qud cin tim (n = 81)
Dinh g4 tic ding ngin han(n = 6)

. Déi trong nghién ctu khéng phis hop
@m=13)

Dié cumg(m="T7)

[

10 bai duge dua vao thng hop dinh tinh

Hinh 1: So d6 PRISMA vé lua chon nghién cuiu
[Nguén: Nhom tac gial.

(o]

So d6 PRISMA mo ta qua trinh lua chon céc nghién
ctiu dugc trinh bay trong Hinh 1. Két qua tim kiém
téng hgp trén cdc co s§ dii liéu thu dugc 278 bai béo,
trong d6 c6 02 bai bdo nao trung lap tua dé va 42 bai
bao bi loai do tya dé va tom tit khong phu hgp, 235
bai bdo duge tim kiém toan vin. Téng cong 10 bai
béo”>1°=2% thoa man tit ca cic tiéu chi nghién ctu da
dugc dua vao phan tich (Hinh 1).

Panh gia chat luong

Hinh 2 cho thdy diém danh gia chit lugng nghién ctu
theo ty 1 phan trdm. Theo danh gia STROBE, c6 3/4
nghién ctu 182123 ¢6 chit lugng Rt t6t véi tdng diém
trén 85%, c6 1/4 nghién ctiu’ dat trén 80%. Phan 16n
cac nghién ciu gip vin dé€ trong viéc miéu ta bién
phép han ché sailéch, giai thich cach tinh ¢& mau hoic
ly do chon ¢6 méu.

Lea v cong sy (2025)

Polosava cong sy (2018)

mC6 mKnong = Khong 16

Hinh 2: Phan trdm diém STROBE cho méi nghién
ctiu [Nguon: Nhém téc gial.

Pac diém cac nghién ciu

Nam gi6i tham gia chiém ty 1¢ 16n nhét trong 8/10
nghién ctiu (Bang 1). Phin 16n cic nghién ctiu dugc
thuc hién & My (Bic My) (n=5), 4 nghién ctu con lai

thuchién § Y (chau Au), va mét nghién ctu thuc hién
tai Han Quéc (chau A). Hau hét cac nghién cdu bao
gom nhiing ngudi tham gia thudc nhiéu sic toc (n=5),
trong d6 ngudi da trang chiém ty 1é 16n nhit trong
cac nghién ctu da sic toc (67,3% - 98%), tiép theo
la nguoi da den/My g6c Phi (16% - 28,9%). Quy mo
mau 16n nhit va nhoé nhit 1an lugt 13 116.395 va 38
ngudi tham gia.
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Bing 1: Bang md ta cAc nghién ctru dwge dwa vao danh gid (theo thoi gian xuét ban) [Ngudn: Nhom tac gial.

Chitc niing hé hip Vin dé lién quan
Thiet ke Tuoi Dot
. . nghién C& miu (% (Trung Chiing FEVI FEF25- C?’l.p GOLD;C
Tac gia Quoc , e . " . N n Nhém S 75%; AT;6MW .. .
8 . ciru Nam, doi binh; D¢ toc/ Dan Can thiép . COPD; Tai tr¢g/Xung dot loi
(Nam) gia . . . chirng FVC; FEV1%p n D; ,
(thoi tuwong) lIéch toc triéu , . ich
. 2 FEV1/ red; N Khac (ghi
gian) chuan) FVC: FET chirng rd)
’ COPD
Henley va My Poanhé¢  N=116.395 CT: 56; CT: da Thubc 13 Nging tit  Khong Khong Khong Ty 1€ t TCPLN, CP
cs. ' tiénciu  (100%, hat C: 58 trang: nhai va/hodc  ca cac loai vong do
(2007) (20ndm) TLD) 98%; thuc lahit  thude 14 ung thur
C: da phéi va
trang COPD
98%.
Cibella va Y RCT,mu N=300 44,0 Khong TLDT TLDT Co;c0; Coikhong;  Khong Khong Tai trg bo1 BH Catania
cs.l” doi (63.,3%, (£12,5) bao cao (1,8-2,4% 0% co khong,kho va LIAF. Tac gia RP co
(2016) (1 nam) khong tic nicotine) nicotine ng xung d6t loi ich véi
nghén duong cong ty phéan phdi
tho) TLDT
D'Ruiz va My  RCTnhan N=105(65%, 37,8 Da tréng: TLDT (6 Ngimg tit ~ Co;cd; Khoéng Khoéng Khoéng Cong nghi¢p
cs.!” mo nguoi hat (x11,1) 82%; nhom: 3 cacac loai  khong
(2017) (5ngay)  thubc truong Da nhom thue 14
thanh, hat 15- den/My chuyén dbi va
21 diéu/ngay) gbc Phi: hoan toan, 3 nitcotine
16%; nhém dung
Khac: 2% song song
v6i TLD)
Polosa va Y Nghién N=44 (84,1%, CT: 66,5 Khong TLDT TLD Co;c0; Khong Co;kho Co;c0;c6 Nghién ctru dugc tai trg
cs.”! ciru theo  méc COPD (£6,8); bao cao co ng boi truong DH Catania.
(2018) doihdi  nhe dénnang) C: 652 Tac gia RP d4 nhan thu
clru-tién (£5,6) lao giang day va tai trg
ciru nghién ciru tlr cac cong
(3 nam) ty phan phdi thubc 14

dién tir va thude 14 lam
nong.
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Chite niing hé hip Vin dé lién quan
Thiet ke Tuoi Dot
. . nghién C& miu (% (Trung Chiing FEVI FEF25- ca?i.p GOLD;C
Tac gia Quoc , e . " . . n Nhém S 75%; AT;6MW .. .
- R ctru Nam, doi binh; D¢ toéc/ Dan Can thiép . COPD; Tai tr¢g/Xung dot lgi
(Nim) g (thoi twong) léch toc ching FVC;  FEV1%p triéu D; ich
. ) Tz : FEV1/ red; N Khac (ghi
gian) chuan) FVC: FET chirng rd)
’ COPD
Liidicke My  RCTnhan N=815 CT: 442 (+ Datring: TLNN TLD Khéng Khong;c6; Khong Khong Tai trg boi Philip Morris
va cs.”! mé (58,4%, khoe  9,64); 80%; khong Products S.A. Tét ca tac
(2019) (6 thang)  manh) C: 45,2 M¥ gbe gia la nhan vién hoac
(£9,55) Phi: 17%; nha tu vén ciia Philip
Khac: 3% Morris
Veldheer My RCT, mi  N=263 (40%) 47 (x11,3) Da tréng: TLDT San phdm  Co;c6; Co:khong;  Khoéng Khéng CP
va cs.”? doi 67,3%; (0-8-36 thay thé co co
(2019) (3 thang) Da den: mg/mL thude 14
28,9%; nicotine) khong
Khac: dién tir
3,8%
Polosa va Y DPoanhé  N=38 (81,6%, CT: 65,3 Khong TLNN TLD Co;co; Khong Co;kho Cob;co;co Tai trg boi PH Catania
cs.” (2021) (3 nam) méc COPD (£6,5); bao céo TLNN + co ng va LIAF. Tac gia RP
nhe dén nang)  C: 64,9 TLD nhan thu lao tu van tir
(5,9) cong ty phan phéi thuc
14 dién tir (Arbi Group
Srl).
Lucchiari Y RCT, mu N=178 62,8 Khong TLDT HO trg Khoéng Khoéng Khong; Khong Khong c6 tai trg. Khong
va cs.!” doi (63,5%) (#4,58) bdo céo 0-38 tam ly co ¢6 xung dot loi ich.
(2022) (1 nam) mg/mL
nicotine)
+ hd tro thm
Iy
Dahal va My RCT,mu  N=520 46,2 Da tr'Zing: TLDT San phém Co;c6; Co;khong;  Khong; Khong CP
cs. !0 doi (41,2%) (x11,6) 67,3%; (0-8-36 thay thé co co co
(2025) (6 thang) Da mg/mL thube 14
den/My nicotine)
gbc Phi:
27,9%;
Khac:
4,8%
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Chite niing hé hip Vin dé lién quan
Thiét ké Tubi Dot
n l::iéne Co miu (% (T::lol: Chiin FEVI  FEF2S- & GOLD;C
Ticgid Quée "o L7 rung - LAaung n Nhém ; 75%; P AmieMmw o
- R ciru Nam, doi binh; D¢ toéc/ Dan Can thiép , COPD; Tai tr¢g/Xung dot lgi
(Nam) ga (thoi twong) l1éch toc chung FVC;  FEVI%p triéu D; . ich o
; g ve ¢ FEVI/  red; U Khic (ghi
gian) chuan) FVC: FET chirng rd)
’ COPD
Lee va Han Nghién  N=442 CT: 44,8 Khong TLNN Ngimg tit  Co;co; Khong Khong Khong Khoéng
cs.3 Quéc  coucit  (100%) 9,1); néu o ca cac loai cb
(2025) ngang C: 49,0 thude 14
(*9,2)

Ghi chu: CT: nhom can thi¢p, C: nhom chirng; TCPLN: td chire phi loi nhuédn; CP: Chinh phu; PH: dai hoc.
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K&t qua so sanh chitc nang phai

H4u hét cac nghién ctiu c6 bao cdo chi s6 ho hip
FEV1, FVC, FEV1/FVC (n=8), trong d6, c6 ba nghién
ctiubdo cdo thém chisé FEF25-75% va hai nghién ctiu
bdo cdo FET (Bang 1). Phan 16n két qué vé chi s6 ho
hép khong c6 khéac biét c6 ¥ nghia sau thoi gian theo
déi so vdi thoi diém ban dau (n=5). S6 liéu chi tiét vé
chi s6 ho hdp dugc cung cdp tai bang Phu luc 2.

Pa c6 nhiing cai thién nho cé y nghia thong ké dugc
ghi nhén trong mot vai nghién ctiu ngin han (tit 6
thang tré xudéng) nhu trong D’Ruiz va cs (2017), chi
s6 FEV1 c6 sy thay d6i so véi ban ddu '’ dao dong tit
1,5% dén 6,0% va FVC dao dong tii 0,5% dén 3,1%
& mot s6 nhom st dung thudc 14 dién ti (p<0,05);
nghién ctu cta Lidicke va cs (2019) cho két qua
FEV1% pred 6 nhém TLNN c6 cai thién 1,28% so
v6i nhom tiép tuc sti dung TLD ?°. Tuy nhién, nhiing
nghién ctiu dai han hon khong ghi nhan két qua tuong
tu. Bén canh d6, Lee va cs khi so sdanh su khéc biét vé
chi s6 ho hép, nghién ctiu cit ngang nay da cho thdy
ty 1¢ FEV1/FVC1a 80,1 (£5,6) 6 nhém nguai duy tri

hat TLNN, thép hon & nhém ngudi cai thudc 14 hoan
toan trong vong 10 ndm trd lai day véi cing nhém
tudi (p<0,05).

K&t cuc bénh lién quan phdi

Gén mot ntfa s6 nghién ctiu c6 béo cdo triéu ching
COPD va céc chi s6 lién quan triéu chiing nhu GOLD
va diém CAT (bang hdi ty bdo cdo vé triéu chiing
COPD) (n=4). Cé 2 nghién ctiu bao cdo vé s6 dgt
cdp COPD va 6MWD (dénh gid kha ning ging stic) &
nhiing ngudi tham gia ¢6 mic COPD (Bang 1). Céc
nghién ctiu déu ghi nhan két qua giam s6 dot cép,
giam triéu chung, cai thién GOLD va ting kha nang
chiu dyng 6 nhém st dung thudc 14 dién t& hodc
thudc 14 nung nong so véi nhém chiing. S6 liéu vé
triéu chiing va cac bénh ho hép dugc trinh bay chi
tiét tai bang Phu luc 3.

Panh gia nguy co sai léch

Nghién ctiu thu tuyén ca RCT va nghién ctiu doan hé
va cat ngang, vi vy chung t6i stt dung danh gia RoB2.0
va ROBINS-I d€ danh gid nguy co sai 1éch.

Cé 6 RCT dugc dua vao phan tich tdng quan nay
(Hinh 3), tat cd RCT déu dugc danh gia c6 nguy co

thép trong viéc lya chon két qua béo cao, do luong
két qua, va phan nhém ngau nhién (n=6). C6 mot
RCT dugc dénh gid c6 nguy co cao trong sai léch so
voi muc tiéu can thiép. Phan 16n cac nghién ctiu dugc
danh gia c6 nguy co viia trong mién sai 1éch do thiéu
dii liéu két qué (n=5) va léch so v6i muc tiéu can thiép
(n=4).

Pinh gid nguy co sai lich (RCT)

0% 1% 0% 0% 4% SO% 6% T0% 8% 0% 100%

BNguy coThip DNy co Vi BNguy o Cao

Hinh 3: Danh gia nguy co sai léch (RCT) (Nguén:
dugc tao bang robvis).

Hinh 4: Danh gia nguy co sai léch (nghién ctiu cét
ngang va doan hé) (Nguén: dugc tao bang robvis).

Ca 3 nghién ctu doan hé va 1 nghién cttu cit ngang
dugc danh gia ROBINS-I (Hinh 4) c6 nguy co thdp
vé nguy co sai léch trong viéc lya chon két qua dugc
bdo cdo, do luong két qua, va sailéch do thiéu dit liéu.
C6 2/4 nghién ctiu dugc danh gia sai léch v6i nguy co
viia trong sai léch so v6i muc tiéu can thiép du kién.
C6 mot nghién ctiu dugc danh gid c6 nguy co sai léch
cao trong viéc Iya chon ngudi tham gia nghién cdu.
3/4 nghién ctiu c¢6 nguy co thip trong phan loai can
thiép va sai léch do nhiéu. Phin danh gid nguy co sai
1éch tling nghién cttu dugc mé ta trong Phu luc 4, 5.

Panh gia GRADE

Nghién citu danh gia GRADE nhidm téng hop mic do
chéc chén cta bing ching déi véi tiing két cuc chinh.
V& chi s6 ho hip dugc bao cao, FEV1 va FVC ¢ muic
Rét thédp, va FEV1/FVC & mtc Thap. Dai véi két cuc
cac bénh vé ho hip, s6 dgt cdp COPD, triéu chiing hd
hép, diém CAT, GOLD dugc x€p loai Trung binh. Cac
nghién ctiu doan hé va nghién ctu cit ngang cé nguy
co nhiéu cao, cac RCT ¢ ty 1é mét theo ddi cao cling
lam gidm mtuic d6 chic chin chung cua bing ching.
Bang danh gia GRADE chi tiét theo tiing két cuc dugc
trinh bay cu thé ¢ Phu luc 6.

BAN LUAN

Tong quan két qua va So sanh véi cac
nghién ctiu khac

Trong mudi bai bdo dugc dua vao phén tich, c6 sau
thti nghiém lam sang, ba nghién ctiu doan h¢, va mot
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nghién ctiu cat ngang. Cac nghién ctu dugc thuyc
hién tai My, Y hoic Han Quéc, déi tugng tham gia da
dang tit ngudi hat thu6c khde manh dén bénh nhan
c6 bénh phéi tac nghén man tinh. Théi gian theo doi
thay d6i tli 5 ngay dén 20 nam, nghién ctiu vé tac dong
cdp tinh va dai han cta viéc chuyén déi tu thudce 14
diéu sang cac san phdm thudc 14 khong d6t chdy nhu
TLDT, TLNN, thuéc 14 nhai hodc hit.

Nhin chung, chua cé sy nhit quin vé bing ching cho
théy cdc san phdm thudc 14 thay thé nay gitp cai thién
chtic ning ho hép, so véi tiép tuc hiat TLD hodc cai
thudc hoan toan. Trong s6 cac nghién ctiu c¢6 bao cao
két cuc vé chiic ning ho hap, phin 16n cac nghién ctiu
khong ghi nhén sy thay ddi ¢6 y nghia thdng ké vé cac
chi s6 ho hip chinh nhu FEV1, FVC, FEV1/FVC sau
thai gian theo doi tit ngdn dén trung han tii 5 ngay dén
3 ndm. P3Gi v6i nhom RCT c¢6 thoi gian theo doi tii 3
dén 12 thang, nghién ctu ctia Cibella (2016), Veld-
heer (2019) va Dahal (2025) déu khdng ghi nhén sy
thay d6i ddng ké vé FEV1, FVC va FEV1/FVC sau
giin phé quan & nhém st dung TLDT !>1622, Két
qua nay tuong tu cho nhém nghién ctiu doan hé ctia
Polosa va cs ndm 2018 va 2021 & nhiing ngudi hat
thudc 14 mdc COPD tii nhe dén ning chuyén sang st
dyung TLDT va TLNN”?!, Bén canh dé, nghién ctiu
ctia D’Ruiz va cs (2017) lai chi ra rang, c6 sy thay d6i
tam thoi vé FEV1 va FVC sau 5 ngay theo déi, dao
donglan lugt tit 1,5% dén 6,0% va tii 0,5% dén 3,1% &
hai nhém: thudc 14 sac lai hoan toan va nhém cherry
sac lai hoan toan (p<0,005), cho thdy kha ning dap
ung sinh ly ngdn han khi ngting hoan toan khai thudc
chdy, nhung chua chiing minh dugcloi ich lau dai ctia
né'7. Nghién ciu cit ngang clia Lee va cs (2025) cho
thdy co su khéc biét ding ké vé chi s6 FEV1/FVC &
nhiing ngudi tiép tuc st dung TLNN so v6i nhiing
ngudi bo thudc 14 hoan toan trong vong 10 ndm trd lai
(p=0,015), giup cting cd bing chiing cho viéc bo thude
14 1a bién phap uu thé. Tiép theo, ndm 2019, nghién
ctu ctia Lidicke va cs ghi nhan cai thién 1,28% vé chi
s6 FEV1% pred & nhom chuyén sang stt dung TLNN
so v6i nhém sit dung TLD (p=0,008)2°. Déi véi chi
s6 FEF25-75%, ca nghién ctu ctia Veldheer (2019) va
Dahal (2025) déu cho thdy khong c6 thay d6i cé y
nghia théng ké nao & tit cac miic ndng do nicotine
clia thudc 14 dién tit trong nhém can thiép '>?2, tuy
nhién, Dahal (2025) ghi nh4n c6 khéc biét dang ké
& chi s6 FET & mtc néng d6 36 mg/mL (p<0,005).
Tuong tu véi két qua cta nghién ctiu nay, phén tich
ctia La Rosa GRM va cs (2025) trén 12 bai tong quan
hé théng cling cho thdy khong c6 du bing chiing vé
bat ky thay d6i dang ké nao trong ngin han hay trung
han vé chiic ning h6 hdp & bit ky moé hinh st dung

thudc 14 dién ti nao 2%
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Déi v6i két cuc bénh ho hép, cdc két qua nghién ctu
déu cho théy san phdm thudc 14 khong d6t chay gitp
gidm triéu chiing va s6 d¢t cip ¢ bénh nhan COPD so
v6i nhém tiép tuc st dung TLD. Bén canh d6, mot s6
cai thién vé€ phan do GOLD, diém s CAT, va chi s
6MWD ciing da dugc ghi nhin & nhém chuyén sang
san phdm khong d6t chdy so v6i nhém tiép tuc hut
thuSc. Tl nhan xét cac két cuc trén, hai nghién ctiu
doan hé ctia Polosa va cs nim 2018 (vé TLDT)?! va
2021 (TLNN)” trén ngusi hit thuéc mic COPD cho
két qua ddng chu y: mac dit khong ghi nhén thay d6i
dang k€ 6 FEV1, FVC, FEV1/FVC, FEF25-75%, s6 dot
cdp gidm (p<0,05), diém s6 CAT cling céi thién déng
ké, va khoang cach di bo 6 phut (6MWD) ciing ting
rd rét sau 3 ndm theo déi. Diéu nay c6 thé goi y &
bénh nhian COPD, viéc lam gidm hodc hoai bo thudc
14 diéu gitp cai thién triéu chiing, kha ning gang stic
va chit lugng cudc séng ngay ca khi cac chi s6 sinh
1y vé€ ho hép khong thay d6i dang ké. Tuy nhién, cac
nghién ctiu cung cdp bing chling nay c6 cd mau nho
va ¢6 nguy co sai léch do khong lam mu, cac lgi ich
ndy chua dugc khing dinh & nhiing nghién ctiu dai
han c6 quy md 16n.

Vé viéc nhin nguon tai trg, cac nghién ctiu ctia Polosa
va cs (2018 va 2021), Lidicke va cs, hay D’'Ruiz va
cs?! ¢6 nhén tai trg tif cic cong ty san phim thudc
14 thudng tip trung vao khia canh gidm thiéu téc hai
ctia cac nhom thudc 14 thay thé so véi thudc 1a diéu.
Trong khi d6 cac nghién ctiu do chinh ph hodc hiép
hoi y khoa tai trg thudng nhan manh dén nguy co so
v6i bd thude 14 hoan toan. Do dé, nhém nghién ctu
chua thé loai trit kha nang cac két qua tich cuc dugc
quan sat thdy cé bi anh hudng bdi sai léch lién quan
dén xung dot lgi ich. Két qua danh gia nguy co sai
léch (RoB2.0 cho RCT va ROBINS-I cho nghién ctiu
doan hé va cdt ngang) cho thdy da s6 cc nghién ctu
¢6 nguy co trung binh dén cao, chu yéu do thiéu lam
m, ty 16 méit mau cao sau khi két thic thoi gian theo
doi va nguy ca sai léch khi chon d6i tugng tham gia
trong nghién ctiu doan hé. Dua trén két qua danh gia
GRADE, bang chiing hién c6 vé tic dong ctia TLDT
va TLNN d6i v6i chiic ning ho hdp va bénh phéi con
han ché. Céc chisd chiic nang phéi nhin chung khéng
cai thién dédng ké so v6i nhom chiing, véi mic d¢ chic
chén t Thdp dén R4t thdp. DSi véibénh nhan COPD,
cdc nghién ctiu doan hé dai han cho théy giam do¢t cip
va céi thién triéu ching, nhung d6 chic chédn chi &
mitc Trung binh. T6ng thé, d6 tin cay ctia bang chiing
dao dong tit Rt thip dén Trung binh, cho thdy cin
thém céc thi nghiém 1am sang quy mo 16n, dai han,
thiét ké chit ché délam rd tdc dong thuc sy clia cac san
phém thay thé thudc 14 d6i véi chiic ning phdi va két
cuc bénh ly ho hép. Nhiing két qua trén cho théy lgi
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chinh ctia viéc chuyén sang san phdm khong d6t chéy
c6 thé€lién quan nhiéu hon dén viéc gidm triéu ching
lam sang va dgt cdp COPD hon la cai thién chiic ning
sinh ly ho hép.

S6 liéu thong ké vé ty 1é luu hanh va dii liéu dich té hoc
trong danh gia ctia Elizbeth va cs ndm 2019 ciing cho
théy rti ro vé stic khoe & thudc 14 nhai 13 thip hon
déng ké so véi hut TLD®. Nhiing két qua nay cling
c6 bang chiing vé viéc st dung céc san phidm thudc
14 thay thé khong dot chay trong chién lugc giam tac
hai ¢ nguai hut thude 14, Nhom téc gida dén tu Hiép
hoi Noi khoa Y ciing cho ring viéc chuyén ti thuéc
14 truyén théng sang TLNN dudng nhu c6 lién quan
dén viéc giam cac dot cdp, cai thién triéu ching va
muc do hoat dong & bénh nhan COPD - tuong dong
v6i két qué trong tdng quan hé thong nay; bén canh
d6, sau khi t6ng hop cdc bang chiing dich t&, co ché va
lam sang, bing chiing lai cho thdy viéc st dung TLDT
c6 thé lam gia ting cdc triéu ching nang hon va suy
giam chtic nang phéi 6 bénh nhan COPD - trai ngugc
v6i két qua trong nghién ctiu ctia ching t6i®. Dong
thdi, nghién ctu cing nhin manh ring hién tai di
liéu chua théng nhét, con nhiéu nghién cttu c6 két qua
dai nghich, con thiéu cac nghién ctiu theo d6i dai han.
Khi so sanh, ¢ thé thy su khac biét chu yéu dén tu
quan thé nghién ctiu va thiét ké nghién ctiu. Vi thé,
két ludn cta hai nhém khéng hoan toan mau thuan:
két luan ti bang ching RCT va doan hé nho goi y 1¢i
ich hodc tinh an toan cta san phim thay thé thudc 14
diéu trong ngan han, két luan cua Hiép hoi Noi khoa
Y mang tinh cdnh bdo rui ro tiém tang trong viéc st
dung kéo dai. Dong thdi, cd hai nghién ctiu déu mudn
nhén manh ring bing chiing vé tac dong ctia thudc la
khoéng d6t chay d6i v6i chiic ndng ho hip van con chua
nhét quan, cin c6 nhiéu nghién ctu doc lap, quy mo
16n va theo doi dai han hon trong tuong lai.

Trong s6 mudi bai bdo dugc dua vao phan tich trong
nghién ctiu nay, c6 mot nghién ctiu doan hé véi quy
md 16n ctia Henley va cs (2007), v6i hon 116.000
ngudi tham gia '®, thoi gian theo déi 13 20 nam, nhém
chuyén sang thu6c 14 nhai/hit c6 ty 1é t&t vong do ung
thu phéi va COPD cao hon dang ké so véi nhém cai
thu6c 14 hoan toan, véGi chi s6 HR Ian lugt 1a 1,46
(1,24 - 1,73] va 1,31 [0,96 - 1,78]. Diéu nay cho thdy
viéc chuyén déi san phdm thudc 14 khac khong déng
nghia véi viéc giam nguy co bénh phéi man tinh néu
ngudi diing van duy tri phoi nhiém nicotine hodc san
phédm thudc 14 thay thé trong thoi gian dai. So véi cac
bai khac dugc dua vao phan tich trong téng quan hé
thong nay, két qua ctia nhom nghién ctiu Henley chi
ra rang 1¢i ich t6t nhat chi c6 thé dat dugc khi cai hoan
toan thudc 13, con viéc thay thé san phdm chi gitp
gidm nguy cd mot phan. Mot nghién ctu khac nam

2025 ctia Mohammed Shabil va cs phén tich 17 nghién
cliu quan sat, voi hon 4,3 triéu ngudi tham gia cho
thdy nguoi dang st dung c¢6 nguy co midc COPD cao
hon 48% (OR=1,48; KTC95% [1,36 - 1,61]), ngudi da
tiing st dung trong qua khi cao hon 84% (OR=1,84;
KTC95% [1,51 - 2,23]), va ngudi tling st dung cao
hon 79% (OR=1,79; KTC95% [1,49 - 2,25]) so véi
ngudi chua tling st dung?’. Diéu nay trai ngugc mot
phén véi két qua 1am giam s6 dot cdp COPD, nhung
lai phtt hgp véi canh bdo vé ruai ro dai han déi véi
ngudi hit thude.

Céc két qua trén phtt hgp v6i nghién ctiu vé tic dong
cép tinh sau 10 phut st dung thudc 14 dién tu cta
Palamidas va cs (2017), ring gid tri trung binh ctia stic
can dudng thé ting va do dan truyén dic hiéu dudng
thd gidm & ngudi hut thuéc mac COPD so v6i ngudi
khong hut thu6c!'?. Piéu nay gép phén 1y gidi cho
viéc FEV1 va FVC khong cai thién ddng ké & nhiing
nghién ctu theo doi ngén han.

Pi€ém manh va han ché cia nghién ciu
Diém manh cta nghién cttu nay 1 tuin tha nghiém
ngit theo huéng dan PRISMA va Cochrane Collabo-
ration, dam bao quy trinh tim kiém, sang loc va phan
tich m¢t cach minh bach va c6 hé théng. Bén canh
dd, nghién cttu thuc hién cap nhat lai tim kiém vao
thang 11/2025 nhdm nd lyc thu thip di liéu méi nhét.
Nghién ctiu st dung cac bo cong cu STROBE (danh
gid chét lugng) , RoB2.0 va ROBINS-I (dédnh gid nguy
co sai 1éch), va danh gia GRADE, gitp cung cp céi
nhin toan dién vé d9 tin cdy ctia bang chiing.

Tuy vay, nghién ctiu ctia chiing toi van con tén tai mot
s6 han ché. DAu tién, s6 lugng bai bao dua vao nghién
ctiu con it (10 nghién ctiu, v6i 6 RCT, 3 doan hé, va 1
nghién cdu cat ngang). Thu hai, cdc nghién ctiu c6
thoi gian theo doi dao dong tii 5 ngay dén 20 nim,
trong do, chu yéu theo doi tii 3 ndm trd lai, thi€u cac
nghién cttu so sanh dai han. Thu ba, d4n s6 nghién
ctiu ctia cac bai bao da s6 la nguoi da trang (67,3% -
98%), diéu nay lam han ché kha ning khai quat héa
cho cidc nhdm sic toc khic. Bén canh dd, mot s6 RCT
6 ty 16 mat mau 16n (trén 20%), nghién cttu doan hé
c6 nguy cd nhiéu cao, diéu nay la anh huéng dén do
tin cdy tOng thé ctia bang chiing. Cudi ciing, su khong
dong nhat vé két cuc bao cdo va thiéu dii liéu dinh
lugng khién chung t6i khong thé thuc hién phén tich
tong hgp, lam gidm stic manh cac két luan.

Két ludn

Béng chiing tui cac nghién ctiu cho théy cic san phim
khong dét chay nhu thudc 1a dién tt, thudc 1 nung
noéng, thudc 14 nhai/hit khong chic chin mang lai mot
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s6 lgi ich ngdn han nhu lam gidm s6 dgt cdp va triéu
chiing COPD so véi viéc duy tri hut thudcld diéu. Bén
canh d6, chua c6 bang chiing vé viéc céi thién chiic
néng phdi dai han hodc gidm nguy co mic COPD va
ung thu phéi. Chit lugng bang chiing ti trung binh
dén rét thip, chua du co s¢ d€ két luan lgi ich lau dai
ctia viéc chuyén hoan toan sang san phdm khong dét
chdy. Tuong lai cén thiét cic nghién ctu chét lugng
cao véi quy m6 mau Ién, thoi gian theo d6i dai hon va
thiét k€ nghién ctu chat ché dé€ hiéu ro tic dong cua
cac san phdm thay thé thudc 14 truyén thong, tit d6 tim
ra giai phdp khuyén nghi trong viéc cai va giam thiéu
anh hudng ctia thudc 14 1én stic khoe cdng dong. Vé
mit chinh sich, nhiing phét hién nay nhin manh ring
chién lugc gidm hai chi c6 gid tri khi di kém ho trg cai
thudc hoan toan, khong nén xem san phim thay thé
khoéng d6t chay la bién phap an toan tuyét doi, va cai
thudc 14 van 1a gidi phap t6t nhét cho stic khoe cta ca
nhan va cong dong.

DANH MUC CAC TU VIET TAT

TLDT: Thudc la dién ti

TLNN: Thudc 14 nung nong

TLD: Thudc la diéu

RCT: Thtt nghiém lam sang ngau nhién c6 ddi chiing
cs: Cong su

XUNG DOT LO1iCH

Nhém tac gia tuyén bd rang khong c6 xung dot 1gi ich.

TUYEN BO PONG GOP CUA TAC GIA

Trinh Nam Phuong: tham gia dé xuét y tudéng nghién
ctiu, x4y dung dé cuong, thiét ké phuong phép, thuc
hién tim kiém tai liéu, sang loc nghién ctiu, trich xuét
dii liéu, phan tich va dién giai két qua, soan thao ban
thdo, 1a tac gia lién hé.

Poan Quang Nguyén: tham gia x4y dung phuong
phép nghién ctiu, sang loc nghién ctu, trich xuét di
liéu, dién giai két qua va gop y chinh stia ban théo.
Pao Thanh Liém: tham gia dé xudt y tuéng nghién
ctiu, tham gia cong tac sang loc nghién ctiu, tham gia
phén tich va dién giai két qua, gép ¥ chinh sta ban
thao.

Truong Phi Hung: tham gia dinh huéng nghién ctiu,
ra soat noi dung chuyén mon, gép y quan trong cho
viéc hoan thién ndi dung ban thao, duyét ban thao
cudi cung trudc khi np.

PHU LUC
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Phu luc 1. Chién Irge tim kiém [Ngudn: Nhém tic gia|

Ngudn théng

tin

Cau lénh

S6 bai

bao

Pubmed

("Smokers"[Mesh] OR "Smoking"[Mesh] OR "Cigarette Smoking"[Mesh] OR smoker*[tiab] OR "tobacco user*"[tiab]
OR "current smoker*"[tiab] OR "ex-smoker*"[tiab] OR "former smoker*"[tiab] ) AND ( "Tobacco, Smokeless"[Mesh]
OR "Electronic Cigarettes"[Mesh] OR "heated tobacco"[tiab] OR "heat-not-burn"[tiab] OR "tobacco heating
system"[tiab] OR HTP[tiab] OR HNBJtiab] OR "smokeless tobacco"[tiab] OR "chewing tobacco"[tiab] OR "oral
tobacco"[tiab] OR snus[tiab] OR "moist snuff'[tiab] OR "electronic cigarette*"[tiab] OR e-cigarette*[tiab] OR
vaping[tiab] OR ENDS[tiab] OR IQOS[tiab] ) AND ( "Pulmonary Disease, Chronic Obstructive"[Mesh] OR "Lung
Neoplasms"[Mesh] OR "Pulmonary Emphysema"[Mesh] OR "Bronchitis, Chronic"[Mesh] OR "Pulmonary Function
Tests"[Mesh] OR "Spirometry"[Mesh] OR COPD[tiab] OR "chronic bronchitis"[tiab] OR "lung cancer"[tiab] OR "lung
neoplasm*"[tiab] OR emphysema[tiab] OR "CT scan'"[tiab] OR "computed tomography"[tiab] OR "emphysema
score"[tiab] OR spirometry[tiab] OR FEV1[tiab] OR FVC[tiab] OR "FEV1/FVC"[tiab] OR DLCO][tiab] OR "diffusing
capacity"[tiab] OR mortality[tiab] OR exacerbation*[tiab] ) AND (humans[Filter]) AND ("randomized controlled
trial"[pt] OR "clinical trial"[pt] OR "observational study"[pt] OR cohort[tiab] OR "case-control"[tiab] OR "cross-

sectional"[tiab])

193 bai

CENTRAL

(smoker* OR "tobacco user*" OR "current smoker*" OR "ex-smoker*" OR "former smoker*" OR smoking OR
"cigarette smoking") AND ("heated tobacco" OR "heat-not-burn" OR "tobacco heating system" OR HTP OR HNB OR
"smokeless tobacco" OR "chewing tobacco" OR "oral tobacco" OR snus OR "moist snuff" OR "electronic cigarette*"
OR e-cigarette*" OR vaping OR ENDS OR IQOS) AND (COPD OR "chronic obstructive pulmonary disease" OR "lung
cancer" OR emphysema OR spirometry OR FEV1 OR FVC OR "FEV1/FVC" OR DLCO OR "diffusing capacity" OR
mortality OR exacerbation*) AND ("randomized controlled trial" OR "clinical trial" OR "observational study" OR

cohort OR "case-control" OR "cross-sectional")

65 bai

Google scholar

(smoking OR smokers) AND ("heated tobacco" OR "heat-not-burn" OR snus OR "electronic cigarettes" OR e-
cigarettes” OR IQOS) AND (COPD OR FEV1 OR FVC OR "lung function") AND ("randomized controlled trial" OR
RCT OR "clinical trial" OR cohort OR "case-control" OR "cross-sectional") filetype:pdf since:1990

20 bai
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Phu luc 2. Trich xuét két qua chirc ning hd hip phdi [Ngudn: Nhém tic gia]

TAc gia Thoigian POitwong Nhém can thigp Két qua FEV1 Két qua FVC Két qua FEV1I/FVC Két qua chire
(niim), thiét  theo doi - nhém chirng niing phdi khac
ké (cit mébc)
Cibella va 1nam Nguoi hat TLDT — TLDT Béo céo theo hanh vi, Khong Bédo cdo theo hanh vi, Bdo cdo theo hanh vi, Chuc nang
cs  (2016), (ban dau, thudc 0% nicotine c6 cai thién dang ké tai tudn Khéng co cai thién dang ké Khong c6 cai thién dang duong thd ngoai
RCT 12, 24, 52 khéng cb thit 52: FEV1 (L, trung binh, tai tudn th& 52: FVC (L, ké&é tai tudn the 52: vi FEF25-75%
tudn) tic nghén +d6 léch chudn)  trung binh, +d6 léch chudn) FEV1/FVC trung binh (46 ting dang ké &
duong tho nhém bo hin: 3,62 (£0,62); nhom bo hin: 4,51 (£0,89); léch chudn) nhom bo han, tir
nhoém giam hut 3,41 (£0,85); nhém giam hit 4.27 nhém bo han: 80,7 (£6,0); 85,7 (x15,6)
nhom  tiép  tuc  hat: (£1,15); nhom tiép tuc hut: nhém giam hat: 80.4 (bit dau) dén
3,46(+0,84) 4,31(x1,04) (#6,1); nhom tiép tuc hat:  100,8  (£14,6)
(p=0,69) (p=0,73) 80,3 (+4,8) tai tuan 52
DRuizvacs 5 ngdy Ngudi hat TLDT — cai Su thay d6i FEVI so v6i ban Sy thay d6i FVC so v6i ban
(2017), (ban diu, thubc khoe thubc/nicotine d4u dao dong tir 1,5% dén dau dao dong tir 0,5% dén
RCT 5 ngay) manh hoan toan 6,0%. Su gia tdng c6 y nghia 3,1%. Su gia ting c6 y
théng ké & nhom st dung nghia théng ké & nhom st
thudc 14 sac lai hoan toan véi dung thudc 14 sac lai hoan
6.0% (£8.6) (p=0,0148), toan vo&i 1,9% (¥2.3)
cherry sac lai hoan toan 2,8% (p=0,0207), nhém cherry Khéng béo cdo
(#4.6) (p=0,0276), nhom sac lai hoan toan 3,1%
cherry sac lai dong thoi véi  (+4.1) (p=0,0113)
2,7% (+4.2) (p=0,0191)
Polosa vacs 3 nam Nguoi hat TLDT (bo TLD Sau gidn phé quan, Sau gian phé quan, Khéng c6 cai thién dang Khong bio cdo
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Tac gia Thoigian  P6i twong  Nhém can thiép Két qua FEV1 Két qua FVC Két qua FEV1I/FVC Két qua chire
(nam), thiét theo doi - nhém chirng nang phf)i khac
ké (cflt m("')c)
(2018), (ban ddu, thudc mic va ding kép) — khong cé cai thién dang ké tai  khong c6 cai thién dang ké ké tai bat ky lan kham
Poan hé 12, 24, 36 COPD muc Tiép tuc str dung bat ky 14n kham nao: Trung vi tai bat ky lan khdm ndo: nao: Trung binh (d¢ léch
thang) do6 nhe dén TLD (khoang tir phan vi) (L) tr Trung vi (khoang tir phan chuén) tir 56,2 (£10,7)
nang 1,25 (0,97;1,82) (bat ddu) dén  vi) (L) tr 2,49 (2,3;2,65) (bat ddu) dén 56,8 (+10,2)
1,30 (0,99;1,74) (36 thang) (bit dau) dén 2,54 (36 thang)
(1,96;2,88) (36 thang)
Liidicke va 6 thang (6 Ngudi hat TLNN — tiép tuc  Sau giéin phé quan,
cs  (2019), théng) thuéc khoe sir dung TLD FEV1% pred & nhom can
RCT manh thiép cai thién 1,28% so voi  Khong bao cdo
nhom ching (p=0,008)
Veldheer va 3 thang (1, Nguoi TLDT — san Sau gidn phé quén, Sau gién phé quan, Khong c6 cai thién dang Khong co su cai
cong su 3 thang) truong phim thay thé khong co cai thién dang ké khong co cai thién ddng k& k& nao tai thang thir 3 & thién dang ké
(2019), thanh hat thuéc 14 khong nao tai thang thd 3; ndo tai thang tht 3 & nhom nh6ém can thiép p=0,0875 nao v& FEF25-
RCT thubc dién tir nhom can thiép: p=0,0009 can thiép: p=0,0028 (p=0,31) va nhom chimg: 75% tai thang

(p=0,84)
nhom

(p=0,13)

chung:  B=0,0151

(p=0,51); c6 su thay dbi c6
y nghia & nhém chung: f=-
0,0262 (p=0,02)

B=0,1358 (p=0,55)

thir 3: nhom can
thiép: (=0,0026
(p=0,72); nhom

chung: p=-
0,0336
(p=0,08); FET

nhom can thiép:
$=0,0257
(p=0,17); nhém
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TAc gia Thoigian POitwong Nhém can thigp Két qua FEV1 Két qua FVC Két qua FEV1I/FVC Két qua chire
(niim), thiét  theo doi - nhém chirng niing phdi khac
ké (cflt m("')c)
chirng: B=-
0,0071 (p=0,91)
Polosa va 3 nim Ngudi hat TLNN (bo TLD Sau gidn phé quén, Sau gién phé quan, Khong c6 cai thién dang
cong su (ban dau, thudc mic va ding kép) — khong cé cai thién dang ké tai  khong co cai thién dang k& k& tai bat ky lan kham
(2021), 12, 24, 36 COPD murc  Tiép tuc sit dung  bét ky 1an kham nao: Trung vi tai bit ky l4n kham nao: nao: Trung binh (d6 léch
Doan hé thang) d6 nhe dén TLD (khoang t&r phan V1) ‘(L) tu' Trung vi (khoang tir phéan ch}lén? '[L‘l', 57,2 (£10,1) Khéng béo co
nang 1,27 (0,98;1,78) (bat ddu) dén  vi) (L) tr 2,59 (2,07;2,7) (bét ddu) dén 57,3 (£10,3)
1,30 (1,02;1,79) (36 thang) (bt ddu) dén 2,55 (36 thang)
(2,03;2,93) (36 thang)
Dahal va cs 6 thang Nguoi TLDT - san Khong co su khac biét dang Khong co su khac biét dang Khong c6 su khac bi¢t Khong c6 sy
(2025), (ban ddu, trudng phidm thay thé ké & thang thir 6; Trung binh k& & thang thtt 6; Trung déang ké nao & thang tha khac biét dang
RCT 6 thang) thanh  hat  thube 14 (d6 16ch chuén) FEV1 nhém 0 binh (d6 1éch chuén) FVC 6; ké nao vé
thubc - 8 - 36 mg/mL nicotine: 2,52 nhom 0 - 8 - 36 mg/Ml Trung binh (40 1éch FEF25-75% &

0,71);
(0,81)
Trung binh (d6 léch chuén)
FEV1% pred nhém O - 8 - 36
mg/mL 79,52
(16,46); 80,58 (18,83); 80,86
(16,38)

2,72 (0,90); 2,67

nicotine:

nicotine: 3,21 (0,82); 3,50

(1,08); 3,38 (0,90)

Trung binh (d6 1éch chuin)

FVC% pred nhéom 0 - 8 - 36
80,75

(17,45);

mg/mL  nicotine:
(15,80); 82,82
81,44 (14,87)

chuin) FEV1/FVC nhém

0 - 8 - 36 mg/mL
nicotine: 78,36 (7,73);
77,76 (11,14); 78,65
(8,86)

Trung binh (d0 Iéch
chuén) FEV1/FVC% pred
nhéom 0 - 8 - 36 mg/mL

nicotine: 89,43 (11,87);
89,47 (13,39); 91,99
(12,43)

thang tha 6;
Trung binh (d9
léch
nhém 0 - 8 - 36

chuén)

mg/mL nicotine:
2,40 (1,04); 2,62
(1,27); 2,60
(1,24)

Trung binh (d0
léch chuén) FET
nhom 0 - 8 - 36
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Tac gia
(niim), thiét

ké

Thaoi gian
theo doi

(ciit méc)

Doi twgng

Nhém can thiép

- nhém chirng

Két qua FEV1

Két qua FVC

Két qua FEV1I/FVC

Két qua chire

niing phdi khac

mg/mL nicotine:
4,72 (1,72); 4,75
(2,08); 5,06
(1,94), c6 su
khéac biét co ¥
nghia théng ké
6 nhom 36

mg/mL (p<0,05)

Lee va cs
(2025),
nghién clru

cit ngang

Nguoi
trudng
thanh  hut

thude

TLNN — ngung
tAt ca cac loai

thudc 14

Béo cao theo hanh vi, Khong
c6 khéc biét dang ké: FEV1
(L, trung binh, £ d6 léch
chuén)

nhém b6 hin: 3,5 (£0,6);
nhém tiép tuc hat: 3,5 (x0,6)
(p=0,596)

Bao cao theo hanh wvi,
Khong c6 khac bi¢t dang
ké: FVC (L, trung binh, +

d6 léch chuan)

nhém bé han:

(#0,7) (p=10,136)

4,3 (£0,7);
nhém tiép tuc hat: 4.4

Bao cao theo hanh i,
Khong c6 cai thién dang
ké: FEV1/FVC trung binh
(46 léch chuin)

nhém bo hin: 81,4 (£5,6);
nhém tiép tuc hat: 80,1
(£5,6)
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Phu luc 3. Trich xuét két qua bénh lién quan dén phdi [Nguon: Nhém tac gia]

Tac gia
(niim), thiét

ké

Thoi gian
theo doi

(céit méc)

Doi twong

Nhém can
thiép - nhom

chirng

Dot cip COPD

Ti vong do bénh

phdi

Triéu chirng/ CAT/ GOLD

6MWD

Henley va cs
(2007), Doan
hé

20 nam

Nam gidi ting

hat thude 14

Chuyén
thudc 14 nhai/hit

sang

— ngimg tit ca

loai thubc 14

Khong bao cao

Ty 1¢ to vong do ung
thu phdi va tor vong
do COPD cao hon
dang k& & nguoi
chuyén sang thudc 14
nhai/hit so véi ngudi
cai hoan toan thudc 14,
HR 1,46 [1,24;1,73];
HR 1,31 [0,96;1,78]

Khong bao céo

Polosa va cs
(2018), boan
hé

3 nam
(ban dau,
12, 24, 36
thang)

diéu

Nguoi hut
thudc mic
COPD muc

ddo nhe dén

nang

Thudc 14 dién tix
(b6

diéu va ding

thude 14

kép) — Tiép tuc
str dung thudc 14

dicu

Giam dang ké sb
dot cdp COPD hang
nam ¢ nguoi dung
thuéc 14 dién ti,
giam tir 2,3 (£0,9)
con 1,7 (1), 14
(£0,9), 1,3 (+0,9) tai
12, 24, 36 thang
(p<0,05)

Khong bao cao

Mot sb bénh nhan chuyén tir
GOLD giai doan 4, 3 xudng giai
doan 3 va 2.

Trung binh (khoang tir phan vi)
diém CAT vé mbc do anh
huéng cua COPD dbi véi cude
séng & nhom sir dung thude 14
nung noéng giam tur 21 (17,3;25)
con 17,5 (16;20), 18 (15;20),
15,5 (12,5;23,5) ¢ thang 12, 24,
36 (p<0,05).

Cai thién dang ké kha
nang chiu dung khi tép
thé duc: két qua trung
binh (khoang tir phan vi)
6MWD (m) tur 289,5
(186,5; 344,8) tang lén
310 (218,3; 371.,8), 333

(230,3; 374,8), 359,5
(251; 399.8) tai 12, 24, 36
thang (p<0,005)
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Tac gia Thoigian  Doi twong Nhém can Dot cip COPD Tir vong do bénh Triéu chirng/ CAT/ GOLD 6MWD
(niim), thiét theo doéi thiép - nhom phdi
ké (céit méc) chirng
Giam dang ké sb 3 bénh nhan chuyén tr GOLD Cai thién dang ké kha
, dot c?ip COPD hang giai doan 4, 3 Xuéng giai doan nang chiu dung khi tap
Thuoc 14 nung . 7
Nguoi hut ., nam ¢ nguoi diung 2. thé duc: két qua trung
3 nam , ., nong (bo thudc , ) )
Polosa va cs . thudc mac ~ thudc 14 nung nong, Trung binh (khoang tir phan vi) binh (khoang tor phan vi)
(ban dau, la diéu va dung i
(2021), boan COPD muc » giam tr 2,1 (£0,9) Khong bao céo diem CAT ¢ nhom st dyng 6MWD (m) tir 281 (185;
12, 24, 36 . kép) — Tiép tuc , )
hé d0 nhe dén , con 1,4 (£0,8), thudc 14 nung néng giam tu 20 344) tang lén 310 (219,5;
thang) su dung thuoc la
nang dié 1,3(20,8), 1,3 (+0,8) (17;24,5) con 16 (14,5;20); 17 370), 333 (224; 370), 350
ieu
tai 12, 24, 36 thang (14,5;19); 15 (13;21) ¢ thang (249; 396) tai 12, 24, 36
(p<0,05) 12, 24, 36 (p<0,05) thang (p < 0,005)
Béo céo két qua theo hanh vi,
nhiing nguoi cai thube & bat ky
nhém nao déu co ty 1 ho, dom
o . man tinh va khé thd thdp hon
Lucchiari va 1 nam (3, Nguoi huat ~ .
. TLDT — Ho trg nhiing nguoi duy tri hut thuoc
cs (2022), 6, 12 thuoc man Khong bao cao Khoéng bao cao
tam ly (ho 12,5% - 48,0%, dom 11,8%
RCT thang) tinh

- 43,9%; kho tho 61,2% -
80,1%); khong co su khac biét
vé tinh trang viém phé quan

gitra hai nhom nay
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Téac gid
(niim), thiét

ké

Thoi gian
theo doi

(céit méc)

Doi twgng Nhém can Dot cip COPD
thiép - nhom

chirng

Ti vong do bénh

S

phoi

Triéu ching/ CAT/ GOLD

6MWD

Dahal va cs

(2025), RCT

6 thang
(ban dau,

6 thang)

Nguoi truong Thude 14 dién tir
thanh hat — san phdm thay Khong bio céo

thube thé thude 14

Nguoi st dung thube
la dién tr 36 mg/mL
nicotine ¢6 mirc triéu
chung COPD tu bao
c4o thidp hon nhom
chung trong phan tich
chwva didu  chinh

(p=0,021) tai 6 thang

Khong bao céo
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Phu luc 4. Panh gia nguy co sai 1éch rct (RoB2.0) (dwoc tao bing robvis)

Nghién ciru

Phu luc 5. Panh gia nguy co sai 1éch nghién ctru doan hé va cit ngang (robins-i) (dugc tao b?mg robvis)

én cuu

Nghi

Céac mién nguy co sai léch

Cac mién: Diénh gid

D1: Sai léch phat sinh tit qué trinh ngau nhién hoa. . Nghiém trong
D2: Sai Iéch do sai léch so véi can thiép du dinh. = Trng binh
D3: Sai léch do thiéu di Tigu két cyc. ® ™

D4: Sai léch trong do hrémg két cuc.
D5: Sai Iéch trong viéc lyra chon két qua duge bao céo.

Cac mién nguy co sai léch

Céc mién:  Danh gid
D1: Sai léch do yéu té nhiéu. . Nghiém trong
= Trung binh

D2: Sai léch do Iya chon ngudi tham gia.
D3: Sai léch trong phéan loai can thigp. . Thap
D4: Sai I¢ch do sai léch so vdi can thiép dy dinh.

D5: Sai léch do thiéu dir liéu.

D6: Sai léch trong do hudmg két cuc.

D7: Sai léch trong viéc Iya chon két qua duotc bao cdo.
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Phu luc 6. Panh gia GRADE ciac két cuc chinh [Ngudn: Nhém tic gia]

] ] X P chic
i o, Ruiii ro Sw Khong Nhat Gian Sw Thieéu Xu Huwéng Tong : .
Ket qua Thiéet ke nghién ciru . . . chan cuoi
Thién vi Quan Tiep Chinh Xac  Xuat Béan diem .
cung
4 RCT, 2 doan hé, .
FEV1 , -1 -1 0 -1 0 1 Rat thap
1 nghién ctru cdt ngang
3 RCT, 2 doan h¢, R o R
FVC , -1 -1 0 -1 0 1 Rat thap
1 nghién ctru cat ngang
3 RCT, 2 doan hé, .
FEVI/FVC ) , 0 -1 0 -1 0 2 Thap
1 nghién ctru cat ngang
Dot cép COPD 2 RCT, 2 doan h¢ -1 0 0 0 0 3 Trung binh
Tri¢u chung/
3 RCT, 2 doan h¢ -1 0 0 0 0 3 Trung binh
CAT/GOLD
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ABSTRACT

To date, complete smoking cessation remains the best method for protecting the health of both
smokers and community. However, total cessation is a major challenge and many findings indi-
cate a high risk of failure. In such cases, non-combustible tobacco products may serve as a mea-
sure for those who continue to smoke. This research investigates differences in respiratory func-
tion and chronic lung disease status among adult former smokers between groups: (1) continued
combustible cigarette smoking, (2) complete switching to non-combustible nicotine products, and
(3) complete smoking cessation. A systematic search was conducted on Pubmed, Cochrane and
Google Scholar for studies reporting FEV1, FVC, FEV1/FVC ratio, COPD exacerbations, respiratory
symptoms, or lung cancer. Two independent reviewers performed screening, data extraction, qual-
ity assessment (STROBE), risk of bias evaluation (RoB2.0/ROBINS-), and reliability of evidence. The
study protocol was registered on PROSPERO (ID: CRD420251232685). Ten articles (6 RCT, 3 cohort
studies, and 1 cross-sectional study) involving over 119,000 participants, with follow-up periods
from 5 days to 20 years, were included in the analysis. According to the GRADE guidelines, the
evidence is considered to have a moderate to low level of reliability. Therefore, complete cessa-
tion provides the greatest benefit for respiratory function and reducing the risk of chronic lung
disease. There is no certainty that non-combustible products may offer some benefits compared
to continued smoking, there is currently no robust evidence regarding long-term improvement in
respiratory function or reduction in the risk of COPD and lung cancer. Further research is required
to strengthen the evidence base.
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