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Tém tat

Muc tiéu: Bénh phdi tdc nghén man tinh (COPD) & ngudi tré co sw khac biét so véi COPD &
ngwdi lon, thuwdng dwoc chan doan dwdi mire méc du cé kha nang can thiép sém hon. Nghién
ctru nay nham xac dinh dac diém va cac mé hinh dién bién chirc nang hd hép theo thdi gian &
nhirng bénh nhan COPD tré tudi.

D6i twong va phwong phap: Nghién ctru nay dwa trén co s& div liéu doan hé cong doéng voi
quy mé I&n tai Han Québc. COPD tré tubi dwoc dinh nghia la tinh trang bénh dwoc chan doan &
Itva tudi <50. Chung t6i da phan tich dac diém lam sang va sw thay déi chirc nang hd hép trong
12 nam, so sanh gitra nhdm COPD tré tudi va nhom I&n tudi.

Két qua: Trong sb 9.577 bénh nhan tham gia nghién ctu, c6 815 bénh nhan COPD chiém
8,5%. Nhom COPD tré tudi co ty 1& ni gidi, sé ngwdi chwa tirng hat thube va chi sé khéi co thé
(BMI) cao hon so v&i nhém COPD 16&n tudi. Ty 1& hién méc COPD tré tudi tang tir 117 (3,64%)
lén 334 (6,88%) theo tiéu chi gi¢i han dwéi cta binh thwong (LLN). Phan tich chirc ndng hé hap
trong 12 nam cho thdy tbc d6 suy gidm clia FEVi(L), FEF2s.756(L) va ty 1& FEV1/FVC cham hon
& nhém COPD tré tudi so véi nhdm Ién tudi. Phan tich héi quy Cox da bién ghi nhan gisi ni,
FEV1(%) cao hon va COPD tré tudi la cac yéu té dw bao doc 1ap cho thoi gian dén khi l1an dau
tién dat dwoc sy hdi phuc tdc nghén luéng khi. Nhém COPD I6&n tudi va FEV:1(%) thap dwoc xac
dinh la cac yéu tb nguy co doc lap cho thdi gian xuét hién triéu chiing kho thé 1an dau.

Két luan: Nhém COPD tré tubi dac trwng bdi niv gidi, chi sé BMI va ty & ngudi chwa ting hit
thubc cao hon dang ké so véi nhém COPD Ién tudi. Cé tiém nang héi phuc chire ndng phdi va
dong vai tro 1a yéu té dw bao doc 1ap cho sw hdi phuc tinh trang tac nghén luéng khi.
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. MO PAU

Bénh phdi tdc nghé&n man tinh (COPD) ¢ ty 1& hién mé&c rat cao, lam tdng ganh ndng xa hoi va ty
l&é t&r vong dang ké trén toan cau [1],[3]. M&c du COPD khéng thé hdi phuc hoan toan, nhung
bénh c6 thé phong ngira va kiém soat dwoc néu duwoc chan doan va can thiép sém.[4], [5] Bénh
thuworng dwoc chan doan & nhirtng ngudi >60 tudi nhwng ciing c6 thé ghi nhan & do tudi tr 20-50
tudi, gan day dwoc phan loai 14 “COPD tré tudi” [7], [8].

Sw phat trién cta chirc nang phéi tiép tuc cho dén 20-25 tudi thi chire nang phébi dat dinh truéc
khi suy gidm dan [9]. Dua trén qu§ dao cla chirc nang phdi theo vong ddi, qué trinh tién trién cda
COPD dwoc chia thanh hai qué trinh chinh, c6 thé chéng l1ap & mot sé quan thé nhat dinh [10],
[11]. Qua trinh th&r nhat xay ra & nhivng ngudi c6 chirc nang phdi dat dinh binh thuwong, o thé bi
suy gidm chirc nang phéi nhanh chéng va mac COPD, gay ra b&i phoi nhiém tich Idy v&i cac yéu
td nguy co' tr mdi trwérng nhw hat thude 14 [12], [13]. Co ché thir hai xay ra & nhitng ca thé co tbc
dé suy gidm chire nang phdi binh thwdng nhwng cé gia tri FEV1 dinh thap ngay tv dau, dan dén
COPD trong nhirng ndm cudi d&i théng qua qua trinh 1d0 héa binh thwéng [14], [15]. Dwa trén cac
kiéu dién tién chirc nang phdi trén, nhém COPD tré tudi dwoc xem la mét nhom riéng biét, van co
thé mac bénh mac di c6 mdc phoi nhiém tich Ity véi yéu té nguy co thdp hon so véi nhém
COPD Ién tudi. Do d6, nhém COPD tré tudi kha nang cao co ty I& chirc nang phdi dat dinh co ban
thap, céac yéu td di truyén dé& mac bénh va tang tinh nhay cdm véi kich thich méi trwéng, gép
phan tao nén cac déc diém |am sang d&c trwng [16], [17]. Ngoai chirc ndng phéi dat dinh bi suy
gidm, cac yéu tb cu thé lién quan dén COPD tré tudi bao gdbm nhiém tring hé hap thoi tho Au,
hen phé& quan hodc tadng phan (rng dwéng thd, sw khéng déng bd vé clu tric dwdng thd - nhu md
phdi nhw dysanapsis (dwéng thé va nhu mé phdi phat trién chwa twong xirng véi nhau) [18], [19].
Vé mét 1am sang, bénh nhan COPD tré tudi da duwoc bdo céo véi ty 1& niv gidi va & ngwdi chua
tirng hat thuéc cao hon va cé céc triéu chirng hé hap nhe hon mac du c6 gidi han ludng khi trén
do hd hép ky [20], [21]. Nhitng phét hién trén Gng hd cho khai niém COPD tré tudi dai dién cho
mot kiéu hinh khéng déng nhat hon 1a don thuan giai doan sém hon ctia COPD lién quan dén hit
thudc.

Nhém COPD tré tudi khac biét véi so véi nhédm Ién tudi, co xu hwédng chan doan dwdi mirc mac
du c6 kha ndng dat dap (rng tét hon véi can thiép soém [22]. D& xac dinh sém céc céa thé c6 nguy
co mac COPD, gi6i han dwéi cta binh thwong (LLN), dwoc dinh nghia la ty 1& FEV1/FVC thap
hon bach phan vi th& 5 cta gia tri dw doan, gan day da dwoc sir dung thay thé cho ty sb cb dinh
duoc khuyén céo b&i GOLD [17], [23]. Nghién ctu ciing cho thdy nhirtng ngwdi trung nién khéng
dwoc phan loai 1a mac COPD bang ty sé cb dinh, nhwng dwoc chan doan bang LLN, c6 ty 1& mac
bénh hé hap va tim mach cao hon va t& vong sém hon [24].

Céc nghién ctru v& COPD tré tudi gap nhiéu thach thirc do chan doan dwdi mc va dén kham it
hon tai co s& y té [25]. Do dé, cé rét it nghién ciru truéc day vé dac diém lam sang cGa nhém
COPD tré tudi, va thiéu cac nghién clru diéu tra dién bién bénh dai han. Nghién ctu hién tai da
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danh gia dac diém lam sang va dién bién chirc nang hé hap cia bénh nhan COPD tré tudi theo ca
tiéu chi ty s6 ¢ dinh va LLN trong mét nghién clru doan hé tién ctru tai cong dong & Han Quéc.

Il. DOI TVONG VA PHWONG PHAP NGHIEN CUrU
- Thiét ké va dan sé nghién cteu

Nghién ctu nay dwa trén doan hé Ansan-Ansung, mét nghién ctru doan hé tién clru quy mé Ién
nham khao sat cac yéu té lien quan dén bénh man tinh tai khu vwec Ansan (d6 thi) va khu vuc
Ansung (néng thén). Ciing la mdt phan cta Nghién cru Bd gen va Dich t& hoc Han Quéc
(KoGES) danh gia cac bénh man tinh tai Han Québc, dwoc hd tro béi Vién Nghién ciu Bo gen
Quéc gia (Trung tdm Kiém soéat va Phong ngira Dich bénh Han Quéc, Cheongju, Han Qubc).
Théng tin chi tiét vé thiét ké va quy trinh nghién ciru dwoc dé cap & mét bao cao trwde do [26].
Ngw&i tham gia tlr 40-69 tudi dwoc tuyén chon, tlr 2001-2002 va dwoc theo ddi dinh ky mbi 2
nam. Chang t6i da phan tich dir liéu tr khdo sat co' ban ban dau dén khao séat lan thé 6 vao nam
2013-2014. Trong s 10.030 déi twong, cé 453 nguoi bi loai do thiéu xét nghiém chirc nang phdi
(PFT) ban dau hodc dang diéu tri hen phé quan.

- Thu thap dir liéu va dinh nghia COPD

Cac diéu tra vien dwoc dao tao da danh gia tinh trang kinh té - x& hdi, 16i séng, cang thang tam ly
va céc triéu chirng hé hap bang bang cau héi co ban KoGES. Céac do lwdng thé chat dwoc st
dung dé tinh chi sé khéi co thé (BMI). Phan loai vé kinh t& xa hoi, thu nhap cao dwoc dinh nghia
la thu nhap ho gia dinh =4 triéu won/thang, con thu nhap thap <2 triéu won/thang. Tinh trang hut
thubc, dwoc danh gia qua bang cau hdi tw bao cdo, dwoc phan loai thanh chwa tirng hat, da hat
hodc dang hat. D liéu vé bénh di kém va céac triéu chirng hd hap, bao gébm khé thé, ho va khac
dom, cling dwoc ghi nhan. Béi véi cac trweng hop kho thé, ghi nhan diém mMRC va thdi diém
xuét hién. Viém phé quan man tinh dwoc dinh nghia la ho va khac ddm thwdng xuyén trong 3
thang/ndm trong 2 ndm lién tiép [27], [28]. Cac xét nghiém chrc ndng phdi duwoc thwc hién béi ky
thuat vién, va bang may do hdé hap ky chuan hoa (Vmax 2130; SensorMedics, Yorba Linda, CA,
USA). Viéc hiéu chuén va kiém soéat chat lwong tuan theo cac huwéng dan ATS/ERS [29], [30].
COPD duwogc chan doan bang hai tiéu chuan dwa trén cac phép do chirc nang phdi ban dau: tiéu
chuan ty sb cb dinh yéu cau FEV1/FVC trwdc khi ding thudc gidn phé quan <0,7; trong khi tiéu
chuén LLN yéu cau ty 1& FEV1/FVC th4p hon bach phan vi thir 5 cia quan thé tham chiéu [31].
COPD tré tudi dwoc dinh nghia Ia COPD & nhirng nguwéi <50 tudi [25], [32], [33].

- Phan tich théng ké

Céc dac diém lam sang dwoc so sanh gitra nhém COPD tré tudi va nhom COPD Ién tudi bang
phép kiém dinh chi binh phwong va phép kiém dinh t-test. Cac bién lién tuc dwoc trinh bay dudi
dang gia tri trung binh + dd léch chuén, cac bién phan loai dwoc trinh bay duwéi dang sbé va ty lé
phan tram. Dé danh gia sw thdng nhét gitra ty sb c¢b dinh va LLN cho chan doan COPD, chi s6
kappa (k) ciia Cohen duoc tinh, v&i 0,00 < k < 0,02 mirc d6 thap, 0,21 < k < 0,4 mdrc dd vira, 0,41
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<k £ 0,6 mirc d6 trung binh, 0,61 <k < 0,8 la tét, va 0,81 < k < 1 m&rc dd hoan hao [34]. Sy thay
déi hang nam cua chirc nang phéi, bao gébm FEV1, FVC, FEF25.75% va FEV1/FVC, trong 12 nam
da duwoc danh gia cho nhém COPD tré tudi va Ién tudi théng qua phan tich doc st dung mé hinh
hén hop tuyén tinh. Cac déng bién dwoc diéu chinh bao gém tudi, gidi tinh, chi s BMI, tinh trang
hat thube, FEV1(L) ban dau va phoi nhiém sinh khéi. Phép kiém dinh t doc 1ap da dwoc st dung
dé so sanh sy thay dbi chirc nang phdi tir lic co ban dén khi két thac theo ddi trong nhém COPD
|&n tudi va tré tudi. Mét sé bénh nhan ban dau dwoc phan loai 1a mdc COPD da phuc hdi sau tinh
trang tac nghén luéng khi trong th&i gian theo ddi. Phan tich séng con dwoc st dung dé danh gia
sw khac biét vé thdi gian hdi phuc tinh trang tdc nghén 1an dau va thoi gian dén khi xuét hién khé
thé 1an dau gitra bénh nhan COPD tré tudi va COPD Ién tudi, véi phan tich hdi quy Cox da bién
duoc st dung dé xac dinh cac déng bién lién quan dén cac yéu td nay. Tat c& cac phan tich cé y
nghia théng k& khi p <0,05 va dwoc phan tich bang phdn mém R (phién ban 4.3.2; R
Development Core Team, Vienna, Austria).

Il. KET QUA
- Pac diém ban dau cta cac nhém: COPD dwoc xac dinh bang ty sé c¢é dinh

Trong s6 9.577 ngwdi tham gia nghién ciru, 815 (8,5%) dap &ng tiéu chuan hdé hap ky chan doan
COPD dwa trén FEV1/FVC <0,7. Trong sb do, c6 638 (84,5%) va 117 (15,5%) lan lwot dwoc phan
nhém bénh nhan COPD I&n tudi va COPD tré tudi. Cac dic diém co ban cla cAc bénh nhan
khéng dwoc chan doan COPD, nhém COPD tré tudi, nhom COPD Ién tudi dwoc trinh bay tbng
hop & bd sung bang 1. Bang 1 trinh bay sw khac biét vé dic diém co ban gitra nhom COPD tré
tudi va COPD I&n tudi. Nhém COPD tré tudi c6 ty 1& ni¥ gi¢i cao (21,5% so véi 33,3%, p=0,002)
va BMI cao hon (23,2 + 3,0 so v&i 24,0 + 2,8, p=0,002) so v&i nhom I&n tudi. Ngoai ra, nhém
COPD tré tudi & thanh thi cao hon (22,6% so v&i 37,3%, p <0,001), dan sb co trinh dd hoc van tiy
trung hoc co’ s& hodc trung hoc phd thdng (42,1% so véi 79,4%, p <0,001) va thu nhap hd gia
dinh cao hon. Nhém COPD tré tudi ciing cé ty & nguoi chwa tirng hat thudc cao hon (25,6% so
v&i 37,7%, p=0,007) va sb goi-ndm thap hon (32,3 + 20,1 so véi 25,3 + 16,7, p <0,001) so v&i
nhoém COPD Ién tudi. Khéng c6 sw khac biét vé phoi nhiém sinh khéi gitra hai nhom. Bénh tang
huyét &p phd bién hon & bénh nhan COPD I&n tudi (48,1% so vé&i 14,3%, p <0,001), khéng c6 sw
khéac biét dang k& & cac bénh di kém khac.

Bang 1: Dac diém ban dau cua cac déi twong dap (ng tiéu chuan hé hap ky chan doan COPD

COPD xac dinh theo FEV4/FVC <0,7 COPD xac dinh theo LLN
>50 tudi | <50 tuoi >50 tuoi <50 tuoi
(638) 177) P (479) (334) P
Tubi (nam) | 61,9+51 | 46+31 | <0001 | 605+53 | 449+32 | <0,001
Gioi tinh
501 118 0,002 201 0,004
Nam (78.5%) | (66,7%) 336 (70.1%) | 50 206
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N (21’357%) 59 (33,3%) 143 (29,9%) (3;,38?;@)
BMI (kg/m?) 23,2+3 24+ 2.8 0,002 23,3+29 | 242+2)9 <0,001
Khu viee cu tra
" ~ 494 111 174
Nongthon 1 22 400) | (627%) | <0001 |37EU73%) 1 55100 | <0,001
Thanh thj (Z;ﬁ%) 66 (37,3%) 108 (22,5%) (4;69?%)
Trinh d6 hoc
van
Tiéu hoc 331
hoac thap 21 (12%) 263 (56,1%) | 54 (16,3%)
(52,8%)
hon
Trung hoc co 264 139 <0,001 <0,001
s& hoac pho (79,4%) 185 (39,4%) | 35 (71%)
N\ (42,1%)
thong
Cao dang
hoac cao 32 (5,1%) | 15 (8,6%) 21 (4,5%) | 42 (12,7%)
hon
Thu nhap hé
gia dinh
Thép 543 104 401 196
(86,7%) (59,1%) <0,001 (85,5%) (59,2%) <0,001
Trung binh | 66 (10,5%) | 56 (31,8%) 54 (11,5%) (31’075%)
Cao 17 (2,7%) | 16 (9,1%) 14 (3%) 30 (9,1%)
Tinh trang hat
thuéc
Chu’a,tl‘fng 162 66 (37,7%) 146 144
- h'ut A (Zifz%) 0.007 (30,8%) (43,8%) <0,001
Da cai thuoc (22.5%) 33 (18,9%) 92 (19,4%) | 53 (16,1%)
. 328 236 132
Dang huat (51,9%) 76 (43,4%) (49,8%) (40,1%)
S6 goi-nam | 32,3+ 20,1 | 25,3 + 16,7 <0,001 32,7+21,1 | 23,0+ 15,0 <0,001
Phoi nhiém sinh khéi
Hoéa chét 10 (1,6%) 7 (4,2%) 0,079 7 (1,5%) 13 (4%) 0,042
Bui 53 (8,8%) | 19 (11,5%) 0,361 34 (7,6%) | 32 (10,2%) 0,247
Bénh ly di kém
Tang huyét ap 138 8 (14,3%) <0,001 96 (45,3%) | 19 (15,2%) <0,001
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(48,1%)
Eg;', ;:ZO 59 (23%) |10 (17,2%) | 0,438 | 46 (24,1%) | 14 (11,5%) | 0,009
Benhtmthieu | ) s 706y | 24(7.3%) | 0,889 8 (4,4%) | 4 (3,4%) 0,883
mau cuc bd
S”yhtgsést”ng 1(0,4%) | 1(1,9%) 0.8 0 (0%) 1 (0,8%) 0,831
Rol ';Zzl'p'd 8(3.3%) | 5 (9,1%) 0,119 4(2,2%) | 8(6,7%) 0,100
Bénh tha
e?natn an 10 (4%) | 2 (3,7%) 1 12 (6,5%) | 5 (4,2%) 0,555
Benhmach | o0 70%) | 1(1.9%) | 0193 | 14(7.5%) | 1(0.8%) 0,019
mau nao
viem khép 186 | oo (7s.0%) | 0242 | 22(13.1%) | 10 21,7%) | 0221
(86,1%)
Bénh tuyé
engi ;:yen 10 (3,9%) | 1(2,4%) 0994 | 10(52%) | 6 (7.8%) 0,6
171 132
A A 0, 0,
Kho thé (719 | 28(15.9%) | 0,003 (o810 | 56(169%) | <0001
MMRC 16+15 | 12+13 | 0171 17+1,6 | 12+13 0,076
Viém phé qua
‘em r‘;a‘z auan| 35 5,30%) | 8 (4,6%) 0860 | 28(6.2%) | 11(3.4%) | 0,107
Chirc nang hé hap
FVC (L) 38+08 | 42+09 | <0001 | 37+09 | 42+09 | <0,001
FVC % dw | 1071+ | 1057+ 108,0 + 106,3 +
doan) 175 14.8 0.279 18,1 143 0,136
FEV; () 24+06 | 27+06 | <0001 | 23+06 | 28+06 | <0,001
0
FE\égé;") A 19304174 |889+145| <0001 |91,7+17,6 | 9394148 | 0054
FEV,/FVC (%) | 62,963 | 642+55 | 0007 | 615+6,7 | 67,755 | <0,001
FEF25-75% (L) 1,3+0,5 1,7+0,5 <0,001 12+0,4 1,9+0,6 <0,001
7506 (O
FEFos75% (% | 4834157 |51,04145| 0040 |444+147 |570+148 | <0,001
dy doan)

Lwu y: D& liéu dwoc trinh bay dwdi dang sé (%) hodc trung binh + dd léch chuén

Viét tat: BMI (chi s khéi co thé); CKD (bénh than man); CVA (bénh mach mau ndo); DM (dai thao dwdng); FEV: (thé
tich thé ra géng stre trong 1 gidy); FVC (dung tich séng géng strc); FEF25-75% (Iwu lwong thd ra géng st & mie
25-75% dung tich séng gang strc); mMRC (thang diém Héi ddng Nghién ctu Y khoa sira dbi).
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Nhém COPD Ién tudi c6 ty & triéu chirng khé thé cao hon (27,1% so véi 15,9%, p=0,003), nhwng
khong c6 sw khac biét dang ké vé diém mMRC gitra cac nhém. Ty 1@ triéu chirng viem phé quan
man tinh ciing twong tw gitra cac nhom. V& xét nghiém chirc ndng phédi, nhém COPD tré tudi co
FVC(L), FEVi(L), ty 1& FEV1/FVC, FEF2s75%(L) va FEF25.75% (% dy doan) cao hon. Trong khi
khong c6 sy khac biét nhom vé FVC (% dw doan), thi FEV1 (% dyw doan) lai cao hon & nhom 16n
tudi so vé&i nhom tré tudi (93,9 + 17,4 so véi 88,9 + 14,5 véi p <0,001).

- Pac diém ban dau cta cac nhém: COPD dwoc xac dinh bang LLN

Dwa trén ty 1é FEV1/FVC < LLN, cé 816 (8,5%) dbi twong dap wng tiéu chuan cta hd hap ky &
bénh nhan COPD, bao gém 479 (58,9%) thudc nhém COPD Ié&n tudi va c6 334 (41,1%) bénh
nhan COPD tré tudi. Khi dung LLN thay vi ty s6 cb dinh, c6 sw gidm rd rét ty 1& hién mac COPD tiy
638 (13,52%) xubng 479 (10,15%) & nhém COPD Ié&n tudi. Ngwoc lai, ty 1é méc COPD tang tir
177 (3,64%) 1&n 334 (6,88%) & nhdm COPD tré tudi. Chan doan COPD dua trén ty |& FEV1/FVC
<0,7 va ty lé FEV1/FVC <LLN cho thay sw théng nhat tét & c& hai nhém, mé&c du nhém COPD I&n
tudi co gia tri k cao hon (0,673 so véi 0,782).

DPac diém ban dau & nhom COPD Ién tudi va tré tudi dwoc xac dinh bang LLN, dwoc trinh bay &
Bang 1. Nhém COPD tré tudi c6 ty 1& nir gi¢i va BMI cao hon. Vé kinh té x& hoi cling ghi nhan két
qua twong tw tiéu chuan ty sé cd dinh. Tuy nhién, khéng cé sw khac biét vé ty 1& tram cdm nhe
gitra hai nhom. Vé tién s hat thudc, ty 1& ngudi chwa tivng hat thube cao hon va sé géi-nam hut
thuéc thdp hon dwoc ghi nhan & nhém COPD tré tudi. Trai véi tiéu chuan ty sé cb dinh, & nhom
COPD tré tubi c6 ty 1& phoi nhiém v&i héa chat cao hon (1,5% so véi 4%, p=0,042). V& bénh di
kém, trong khi sw khac biét nhém chi thdy & HTN (tang huyét ap) khi st dung tiéu chuan ty sb cb
dinh, thi ty I& hién mac dai thdo dwong va tai bién mach mau ndo, ngoai HTN, cao hon & bénh
nhan 1&n tudi khi st dung tiéu chuan LLN.

Mac du ty 1& khé thé cao hon & nhém COPD Ién tudi, nhwng khéng cé sw khac biét dang ké vé
diém mMRC gitra cac nhém. V& chirc nang phdi, nhom COPD tré tudi cho thdy FVC(L), FEVi(L),
ty 1&6 FEV1/FVC, FEF25.75%(L) va FEF25.75% (% dw doan) cao hon. Khéng cé sw khac biét vé FVC
(% dy doan) gitra hai nhém. M&c du, khéng cé y nghia théng ké khi siv dung tiéu chuan LLN,
nhém COPD tré tudi c6 FEV1 (% dy doan) cao hon so véi nhém COPD Ién tudi, trai nguwoc voi
nhirng ghi nhan khi dung tiéu chuan ty sé cb dinh.

- Sw thay déi ctia chipc nang hd hap theo th&i gian

Sw thay ddi chirc ndng phdi hang nam trong khoang thdi gian 12 nam da dwoc so sanh gitra
bénh nhan COPD tré tudi va COPD I&n tudi bdng md hinh hén hop tuyén tinh. Cac déi twong
tham gia nghién ctu dwoc do chirc ndng phdi dé theo déi dwoc ghi nhan & bang bd sung 3. Téc
dd suy giam FEV1 & nhém COPD tré tubi cham hon dang ké so véi nhdm 1én tudi (-19 mL/ndm so
véi -38,3 mL/nam, p <0,001) (Hinh 1A). Khdng c6 sw khac biét vé tbc dd suy giam FVC(L) hang
nam gitra cac nhoém (-52,1 mL/nam so v&i -47,5 mL/nam, p=0,171) (Hinh 1B). Gia tri FEF25-75%(L)
trung binh & nhém COPD I&n tudi giam -25,9 mL/ndm, ngwoc lai, sw tang dang ké +71 mL/ndm &
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nhém COPD tré tudi (p <0,001) (Hinh 1C). Nhém COPD Ié&n tudi ghi nhan sw suy giam ty 1é
FEV1/FVC la -0,47/ndm, trong khi nhém COPD tré tudi cho thdy sy tang +0,66/ndm sw khac biét
nay cé y nghia théng ké (p <0,001) (Hinh 1D). Khi so sanh sw thay ddi chirc nang phdi lic ban
dau va khi két thac theo ddi, nhém COPD tré tudi cho thay sw suy gidm FEV1 nhd hon dang ké so
v&i nhém COPD Ié&n tudi, trong khi FEV1/FVC c6 su tdng nhe.

- Phan tich dwéi nhém theo mirc dd nang caa COPD

Trong sb cac bénh nhan dwoc chin doan COPD dwa trén tiéu chudn FEV1/FVC <0,7; phan tich
dw®i nhém duwgc thye hién dwa trén mdre dé nang clia tac nghén qu“)ng khi theo phén loai GOLD.
Bénh nhan dwgc phan loai thanh COPD nhe (GOLD 1; FEV1 280% dy doan) va COPD trung binh
dén nang (GOLD 2-4; FEV1 <80% dw doan). Dac diém nhém COPD tré tudi va I&n tudi dwoc
phan tang theo m&rc dd ndng, dwoc md ta trong phan bé sung bang 4. Dwéi nhém COPD mirc dod
nhe, & nhdm COPD tré tudi biéu hién téc do suy gidm FEV1(L) va FVC(L) trung binh nhé hon so
v&i bénh nhan COPD 1é&n tudi, phu hop véi dién bién chirc ndng phdi da quan sat thay truéc dé.
Tuy nhién, dwéi nhém COPD mdrc dé trung binh - nang, khéng c6 sy khac biét cé y nghia théng
ké vé thay ddi chirc ndng phéi gitta nhém COPD tré tudi va I&n tudi.
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Hinh 1. Dién bién chirc ndng phéi theo thoi gian.
(A) FEV1; (B) FVC; (C) FEFa25.75%;(D) T 18 FEV1/FVC
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- Sw hoi phuc tinh trang tac nghén luéng khi

Trong phan tich mé hinh hén hop tuyén tinh vé thay ddi chirc ndng phdi hang nam, & nhém
COPD tré tudi cho thdy xu hwéng cai thién ty I&é FEV1/FVC trung binh. Trong hinh 2A, bénh nhan
COPD tré tudi cho thay xac suét tich Iy sw hdi phuc tinh trang tdc nghén ludng khi cao hon dang
ké so v&i nhém COPD Ié&n tudi (p <0,001).

Trong phan tich héi quy Cox don bién, nhém COPD tré tudi, gi&i tinh nir va FEV1 (% dw doan)
cao hon co lién quan dén thoi gian hdi phuc tinh trang tdc nghén ludng khi ngan hon (bang 2).
Nguorc lai, tinh trang dang hat thube 1am cham qué trinh héi phuc tinh trang tac nghén ludng khi.
Tudi tré tudi hon, gidi tinh nir va FEV1 (% dw doan) cao hon 1a yéu td dw bao doc 1ap cla viéc hoi
phuc tinh trang tdc nghén sém hon sau khi diéu chinh cac yéu t6 gay nhiéu.

- Théi gian xuét hién kho thé [an dau

Hinh 2B trinh bay duwéng cong Kaplan-Meier so sanh thoi gian xuat hién kho thd 1an dau gitra
nhém COPD tré tudi va nhom COPD Ié&n tudi, thdi gian nay dai hon dang ké & nhém COPD tré
tudi so v&i nhém Ién tudi (p <0,0047). Trong phan tich don bién, bénh nhan COPD tré tudi va
nhirng ngudi c6 FEV1 (% dy doan) co ban cao hon cé thoi gian xuét hién khé thé 1an dau dai
hon (bang 3). Phan tich da bién xac dinh tudi tré hon va FEV1 (% dw doan) ban dau cao hon la
cac yéu td dw bao doc lap cho thei gian xuét hién kho thé 1an dau dai hon.

IV. BAN LUAN

Nghién clru nay, dwoc thwe hién trong khodng thei gian 12 ndm trén mét nghién ciru doan hé tién
ctru dwa vao cdng déng & do tudi 40-69, da ghi nhan cac dac diém lam sang va suw thay dbi chire
nang hd hap theo thdi gian cla bénh nhan COPD tré tudi. Bat ké tiéu chuan chan doan dwoc st
dung la ty 18 FEV1/FVC <0,7 hay <LLN, nhém COPD tré tudi ludn c6 ty I& ni gi¢i va ngudi chua
tirng hat thude, BMI cao hon va it triéu chirng khé thé hon so véi nhém COPD Ién tubi.

Pang chu vy, it b&nh nhan COPD Ién tudi dap trng tiéu chudn hé hap ky chan doan COPD khi
dung tiéu chuan LLN so véi ty sb ¢b dinh. Ngwoc lai, & nhom COPD tré tudi, it bénh nhan dap
&ng tiéu chuan hd hap ky chan doan COPD khi s dung ty sé cb dinh so véi tiéu chuan LLN. Khi
so sanh sy thay déi chirc ndng phdi trong 12 ndm, nhém COPD I&n tudi cho thdy FEV:1 suy gidm
nhanh hon, trong khi nhém COPD tré tudi biéu hién sy ting +0,66% ty |é FEV1/FVC va tang
+71,0 mL/nam & FEFa2s.7s%(L). Trong phan tich dwéi nhém dwa trén mdc d6 nang cua COPD,
nhirng thay ddi chirc ndng phdi nay chi dwoc quan séat thdy & COPD nhe, trong khi khdng tim
thdy sw khac biét dang ké vé thay déi chirc ndng phdi hang nam gitra COPD tré tudi va COPD Ién
tudi & nhém trung binh - ndng. Phan tich héi quy Cox da bién cho thdy COPD tré tudi 1a yéu tb dw
bao ddc 1ap cho xac suét hdi phuc tinh trang tdc nghén lubng khi cao hon va thdi gian xuét hién
khé thé l1an d4u dai hon.
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Hinh 2 (A) Ty lé méc tich Iy cla tinh trang hdi phuc tdc nghén dwéong thé & nhom COPD tré tudi va Ién tudi. (B)
Puong cong Kaplan-Meier vé thoi gian dén khi c6 triéu chiing khé thd dau tién & nhém COPD tré tudi va Ion tudi.

Bang 2. Phan tich héi quy Cox don bién va da bién thdi gian hdi phuc tinh trang tdc nghén 1an dau

HR chwa hiéu chinh

HR da hiéu chinh

Bién sé
HR 95% ClI p aHR 95% ClI p
COPD tré tudi (so voi 1,523 - 1,583 -
A < <
COPD Ién tudi) 1,970 2,548 0,001 2,108 2,807 0,001
0,993 - 0,950 -
BMI 1,033 1,075 0,108 0,994 1.040 0,794
e 1,762 - 1,392 -
Gidi nir 2,260 2 899 <0,001 2,101 3173 <0,001
Tién st hut thudc (so
V@i chwa ting hat)
I P 0,552 - 0,922 -
Da cai thudc 0,759 1,043 0,090 1,476 2 364 0,105
. p 0,358 - 0,547 -
Dang hut thudc 0,473 0.625 <0,001 0,831 1264 0,387
. 1,015 - 1,016 -
0 7 0 , H 1
FEV1 (% gia tri dw doan) 1,022 1,029 <0,001 1,024 1,032 <0,001
C Lex £ 0,449 - 0,518 -
Phoi nhiém sinh khoi 0,71 1,122 0,142 0,827 1,322 0,428
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Bang 3. Phan tich héi quy Cox don bién va da bién vé thdi gian xuét hién triéu chirng khé thé 1an dau

Bi&n b HR chwa hiéu chinh HR da hiéu chinh
HR 95% ClI p aHR 95% ClI p
COPD tré tudi (so voi 0,373 - 0,324 -
A <
COPD I&n tudi) 0,561 0,843 0,005 0,497 0,762 0,001
0,965 - 0,989 -
BMI 1,013 1,063 0,611 1,400 1,093 0,123
e 0,850 - 0,859 -
Gidi nir 1,172 1615 0,332 1,400 5 282 0,177
Tién s hat thudc (so
V@i chwa tirng hat)
. X 0,527 - 0,562 -
Da cai thudc 0,814 1,258 0,354 0,997 1,766 0,991
. £ 0,806 - 0,815 -
Dang hut thudc 1,123 1.564 0,492 1,329 2 169 0,254
o . 0,974 - 0,972 -
0,
FEV1 (% gia tri dy doan) 0,983 0,992 <0,001 0,981 0,990 <0,001
L £ 0,386 - 0,394 -
Phoi nhiém sinh khoi 0,666 1,149 0,144 0,684 1,188 0,178

Ghi chu: Ba diéu chinh theo céc bién sé: tudi, gidi tinh, chi sé khdi co thé (BMI), tién st hat thube, FEV1, % dy doan
va murc dd phoi nhiém sinh khéi.

Viét tat: BMI (chi sb khdi co thé); CI (khodng tin cay); FEV1 (thé tich thé ra géng stc trong 1 gidy); HR (ty 1& nguy
co).

M6t nghién ctu dwa trén ba nghién ctu doan hé co theo déi doc da ching minh rdng co ché
bénh sinh cia COPD lién quan dén céac dién bién chirc nang phdi da dang, chi yéu duwoc thic
day b&i sw suy gidm chirc ndng phdi nhanh chéng theo tudi va mirc dinh chirc ndng phdi thap
hon [14]. Cac co ché nay khong loai trir 1an nhau va cac ca thé trong mot doan hé dwa trén quan
thé c6 thé biéu hién cac t6 hop khac nhau ctia cac mé hinh nay [11], [35]. Nhém COPD tré tudi,
khodng d6 tudi 20-25 khi chirc nang phdi dat dinh, c6 thé c6 mirc dinh chirc ndng phdi thap hon
so v&i quan thé COPD noéi chung. Mét nghién ciru doan hé theo ddi tir Itc sinh dang dwoc tién
hanh, st dung phan tich mé hinh hén hop tuyén tinh déi véi ty 1é FEV1/FVC da cho thdy nhirng
ca thé c6 quy dao chirc ndng phdi luén & mirc thip cd nguy co mac COPD cao hon vé sau, ngay
ca khi khéng c6 sy suy gidm chic ndng phdi nhanh [36]. Trong cudc khao sat sirc khde hd hap
cong déng Chau Au, bao gdbm 4.636 nguwdi trudng thanh tr 20-44 tudi, tinh trang dap ng duéng
th&, tién s gia dinh méc hen phé quan va nhiém tring ho hap thdi tho du dwoc xac dinh 1a cac
yéu t6 nguy co cia COPD & ngudi tré, trong khi hat thudce 14, gidi tinh, tudi va BMI la cac yéu tb
nguy co chung v&i COPD & nguwdi Ion tudi [16]. Trong mot doan hé quan thé hién dai tai Pan
Mach gdém 105.630 c& thé, bénh nhan COPD tré tudi (dwdi 50 tudi) dwoc chan doan bang tiéu
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chuén LLN cho thdy lwong tiéu thu thuéc 14 cao hon, kha néng diéu tri hen phé quan cao hon va
nhiéu dot viem phé quan/viém phdi hon so vé&i nhirtng ngudi khéng mac COPD [37].

Cac nghién ctru gan day cho thdy COPD & nguoi tré co lién quan dén cac béat thuong vé cau tric
va chirc nang, chang han nhw dysanapsis (mat twong x&ng gitra kich thwéc dwéng thé va nhu
mé phdi) [38], va thwong lién quan dén tién st gia dinh mac cac bénh hé hap ho&c cac bién cb ho
h&p sém trong d&i trude 5 tudi [39]. Méi lién quan cla dysanapsis véi tdc nghén ludng khi nén va
nguy co mac COPD méi khéng bi anh hwéng béi tudi, gidi tinh hodc chiéu cao [40]. Trong nghién
ctru nay, & nhém COPD tré tudi co ty 1& niy gi¢i va ngwdi chwa tivng hat thube cao hon, dong thoi
chi s BMI cao hon so v&i nhom COPD Ién tudi. Nhirng phat hién nay goi y rang bénh nhan cé
nhirng ddc diém trén co thé dai dién cho mét phan nhém mac COPD lién quan dén dysanapsis,
khac biét dang ké so v&i cac déc diém dién hinh thuweng dworc ghi nhan ctia COPD.

Nghién ctru vé COPD nhe va & tré tudi con han ché, chi yéu la do c6 rét it ca thé gap céc triéu
chirng hdé hdp di ndng dé can dén kham tai bénh vién. Trong nghién ctru nay, khi dung tiéu
chuén ty sé cb dinh dé xac dinh COPD, FEV1(%) & bénh nhan COPD tré tudi dwoc tim thay thap
hon so vé&i bénh nhan COPD I&n tudi, nhwng ty 1& ngudi c6 biéu hién khé thé thap hon dang ké &
nhém COPD tré tudi. Viéc xac dinh nguoi tré tudi mac COPD & giai doan sém khéng co triéu
chirng hd hép, déng thoi trién khai cac bién phap dw phong trwéc khi bénh tién trién cé thé cai
thién két cuc strc khée lau dai [41]. Dwa trén quan diém nay, mét nhom chuyén gia qubc té da
cong bé mét dinh nghia thwe hanh dé chan doan COPD & nguwdi tré, st dung tiéu chi LLN [33].

Trong mét nghién ctru so sanh tryce tiép tiéu chuan ty sd cd dinh véi bdn tiéu chuan LLN, viéc &p
dung tat ca cac tiéu chuan dwa trén LLN dan dén sbé lwong céa thé bj gi¢i han ludng khi nhiéu hon
& ngudi tré tudi va it hon & ngwdi I16n tudi so véi tiéu chuan ty sé cb dinh [42]. Trong nghién ctu
nay, khi st dung tiéu chuadn LLN lam ting ty 1& hién mac COPD tir 3,6% lén 6,9% & COPD tré
tudi so v&i st dung tiéu chuan ty sb ¢ dinh; nguoc lai, ty 1& nay gidm tir 13,5% xubng 10,2% ddi
v&i nhém COPD I6n tudi. Ngoai ra, khi dung tiéu chuan ty sé c6 dinh, FEV1 (%) & bénh nhan
COPD |&n tudi cao hon dang ké so v&i bénh nhan COPD tré tudi; tuy nhién, khi s& dung tiéu
chuén LLN, khéng c6 sw khac biét co y nghia théng ké vé FEV1(%) gitra hai nhém. Nhirng phat
hién nay pht hop véi cac nghién clru cat ngang trwéc day cho thay viéc st dung tiéu chuan ty s6
cb dinh & do tudi tré tudi hon cé thé dan dén chan doan dwdi mirc COPD & giai doan s&m [43],
[45]. Két qua nay goi Y viéc st dung tiéu chuan LLN & dan sb tré co thé dan dén chan doan qua
mirc COPD nhwng lai hd tro tét cho cong tac giam sat [46]. Nguoc lai, tiéu chuan ty sb ¢b dinh co
thé phu hop hon cho muc dich khéo sat & dan sb I&n tudi. V& méat 1am sang, ty 1& hién mac COPD
tré tudi cao hon dwoc xac dinh bang tiéu chudn LLN cho thay kha nang cai thién khi phat hién
tinh trang gi¢i han ludng khi & giai doan sém & nhirng ngudi tré tudi, cé thé bi bd sot khi dwa trén
ty s6 cb dinh [47]. Diéu nay tng hd viéc s dung tiéu chuin dwa trén LLN dé& nhan dinh sém cac
trwéng hop c6 kha nang hdi phuc & dan sé tré hon.

Mt nghién clru gan day ti nghién ctu doan hé ECLIPSE so sanh bénh nhan COPD tré tudi va
I&n tudi cho thay ty 1& bénh nhan bi suy gidm FEV1 dang ké c6 xu huéng cao hon & nhém COPD
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tré, trong khi mrc suy gidm nhe lai phd bién hon & bénh nhan COPD I&n tudi. M&c du sy khac
biét khéng cé y nghia théng ké, ty 1& bénh nhan cé cai thién chirc ndng cao hon & nhém COPD
tré so vé&i nhdm Ién tudi [48]. Nghién ctu doan hé dwa vao cong déng cla chung t6i, dwoc thuc
hién trong khoang th&i gian 12 ndm, phat hién rang téc dd suy gidm FEV1 hang nam cham hon &
nhém COPD tré tudi so v&i nhém COPD Ién tudi. Hon niva, bénh nhan COPD tré tudi biéu hién
sy gia tang FEF2s.75% va ty |&€ FEV1/FVC trong 12 nam theo ddi, trai ngwec véi bénh nhan COPD
I&n tudi. Pang chu y, sw khac biét nay chi c6 y nghia & bénh nhan COPD nhe, trong khi khéng cé
thay dbi dang k& nao & nhom COPD trung binh dén nang. Sy cai thién chirc nang phdi da dwoc
ghi nhan & bénh nhan COPD tré tudi hon, trong dé mét sb trwéng hop tham chi con dat dwoc sy
héi phuc tinh trang tdc nghén. Phat hién nay thach thirc dinh nghia truyén théng vé “tdc nghén
khéng héi phuc” trong COPD. Phan tich doan hé KOCOSS cho thdy mét nhdm nhd bénh nhan
biéu hién ty 1& héi phuc trong qué trinh theo d&i doc. Nhirng bénh nhan nay thwéong tré tudi hon,
c6 chi sé BMI cao hon, it hut thubc hon va co téc do suy gidm chirc nang phdi cham hon so véi
nhirng ngwdi duy tri ty sé ¢b dinh [49]. Tuy nhién, khéng c6 sw khac biét vé ty 1& dot cAp gitra cac
nhom. Két qua cla chung téi cling cho thay bénh nhan tré tudi c6 nhiéu kha nang dat dwoc sy hoi
phuc tinh trang tdc nghén theo thdi gian. Nhivng phat hién nay cho thdy sy khac biét lién quan
dén tudi trong kha nang slra chira va kha nang tai tao ctia nhu mé phéi cé thé déng moét vai trd
chinh trong s tién trién cia COPD. Qua trinh 140 hda lam gidm kha nang slra chiva va tai tao nhu
m6 phdi, lam cho COPD khé hdi phuc hon, trong khi nhirng ngui tré tudi cé kha nang tai tao cla
phdi cao hon, tdng cwdng kha nang héi phuc va binh thwéng héa tinh trang tédc nghén ludng khi
[50].

Sau khi ghi nhan trong nghién cru cta ching t6i rang c& FEF2s.75% va ty 1& FEV1/FVC cubdi clng
déu phuc héi & bénh nhan COPD tré tudi, ching tdi da tién hanh phan tich héi quy Cox da bién va
chirng minh rang COPD & nguoi tré tudi co lién quan doc lap véi tinh trang tdc nghén luéng khi
dwoc hdi phuc. Hon niva, thoi gian khi xuét hién triéu chirng khé thé 1an dau & bénh nhan COPD
tré tudi dai hon cé y nghia. Nhin chung, nhitng phéat hién nay cho thdy bé&nh nhan COPD tré tudi
c6 xu hwéng bi suy gidm chirc nang phdi it nghiém trong hon so v&i bénh nhan COPD I6n tudi;
diéu nay c6 thé lién quan dén viéc héi phuc tinh trang tdc nghén ludng khi va cé thé mét nhiéu
thdi gian hon dé cam nhan triéu chirng kho thé. Dan dén viéc gidm tan suét st dung dich vu y té
do nhan thirc thap vé céc triéu chirng hé hap. Cac nghién ciru gan day da tap trung vao chan
doan va quan ly sém COPD, nham muc dich hdi phuc tinh trang tdc nghén ludng khi [8], [51]. Mét
nghién ctu st dung di¥ liéu doan hé Doetinchem da cho thdy ba dién bién chirc ndng phdi &
nguoi Ién tr 20-59 tudi, chirng minh rang nhirng ngudi hit thube & thdi diém ban dau nhwng da
bd thudc trong qué trinh theo ddi c6 tbc d6 suy gidm FEV1 cham hon [52]. Do d6, ngudi tré tudi cd
cac yéu td nguy co lam gidm murc dinh chirc nang phdi chang han nhw tién s& nhiém trang ho
hap thoi tho Au hoac sinh non, ciling nhw cac yéu td nguy co COPD truyén théng nhw hat thubc,
nén duwoc thm soat COPD bang tiéu chuan LLN ngay cé khi khdng co triéu ching [53].

Nhirng phat hién cta chung téi cling goi ¥ cac chién lwvgc tiém nang dé tAm soat sém COPD &
ngudi tré tudi. Bénh nhan COPD tré tudi trong nghién ctru doan hé cla chang t6i thwdng la ni,
chuwa tirng hat thuée va c6 chi s BMI cao hon, diéu nay c6 thé gép phan bd sét chan doan cha
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yéu dwa vao tién st hat thubée. Cac bang chirng gan day chi ra méi lién quan d&c hiéu theo gidi
tinh gitra cac yéu té ngoai phdi va tinh trang chirc nang phdi giam & ngudi tré tudi, qua dé tng hd
vai trd cla viéc danh gia nguy co bd sung [54]. Viéc do hd hap ky c6 muc tiéu st dung tiéu chuan
dwa trén LLN & nhirng ca thé c6 cac dac diém nguy co nay, cé thé cho phép phat hién va can
thiép s&m hon, dac biét khi xét dén kha nang hdi phuc ludng khi cao hon & bénh nhan tré tudi.

DBiém manh chinh trong nghién ctru cGa chdng toi 1a thiét ké tién clru, bao gém c& mau lon va két
hop két qua do hé hap ky 13p lai trong thei gian theo d&i 12 ndm. Tuy nhién, nghién ctru c6 nhirng
han ché. Th& nhét, nghién clru dwoc thwe hién trén cac dbéi twong tir 40-69 tudi, trong khi loai trir
cac dbi twong dwdi 40 tudi khdi nhém COPD tré va nhirng ngwdi tlr 70 tudi tré Ién khéi nhom
COPD Ién tudi. Do d6, cé thé co sy khac biét vé ty 1& hién mac so v&i cac nghién clru trwdc day
thwong xac dinh bénh nhan COPD tré tudi la 20-50 tudi. Thr hai, nghién ciru do hd hap ky truéc
khi dung thubc gidn phé quan thay vi sau khi dung thuéc gidn phé quan dwoc sir dung dé xac
dinh COPD, ¢6 kha nang dan dén bao gém céac céa thé bj gi¢i han luéng khi héi phuc, chang han
nhw nhitng ngwdi mac hen phé quan. Tuy nhién, vi cac phép do FEV: trwéc khi dung thudce gidn
phé quan dwoc thwe hién 13p lai theo thdi gian thwong da dé so sanh tac dong cla cac can thiép
khac nhau lén téc do thay déi FEV1 hang nam, nhiéu nghién ciru da st dung gia tri trwde khi ding
thuéc gidn phé quan thay vi gia tri sau khi dung thudc gidn phé quan dé danh gia bénh nhan
COPD trong céc phan tich két cuc doc [55], [58]. Tht ba, do thiéu thong tin lién quan, khéng thé
so sanh céc yéu td nguy co vé tién s gia dinh mac bénh hé hap hodc cac bién cbé sém trong doi
gitra cac nhom, trong khi cac yéu td nay da duoc xac dinh trong mét sé nghién ctru vé COPD tré
tudi. Thir tw, viéc st dung phan tram gia tri dw doan thay vi diém z (z-score) c6 thé dwa ra cac sai
léch v& nhan trac hoc. Cac nghién ctru trong twong lai nén xem xét dung diém z-score dé danh
gi4 chirc ndng phdi mét cach chuan héa hon. Thir ndm, tinh trang cai thudc 1a khéng thé dwoc
dwa vao nhw mot bién sé thay déi theo thdi gian trong qué trinh theo ddi, diéu nay han ché viéc
danh gia tac dong cla yéu td nay dbi véi sy suy gidam chirc ndng phéi. Thi sdu, sb lwong bénh
nhan COPD tré tudi twong dbi it dan dén khoang tin cay rong hon, diéu nay co6 thé han ché do
chinh xac cta cac wéc tinh hiéu qua va can than trong khi dién giai cac két qua. Hon nira, théng
tin chi tiét vé diéu tri thuéc trong qua trinh theo d&i khéng cé sén, nén khéng thé danh gia sw khac
biét tiém nang trong diéu trj gitba nhém COPD tré tudi va COPD Ié&n tudi ciing nhw anh hwéng cua
chang vé sw thay dbi cta chirc nang phdi. Ngoai ra, thdng tin vé& nhirng thay déi clu tric phdi
duwoc danh gia bang chup cat I&p vi tinh khéng c6 sdn trong doan hé nay, do dé khéng thé so
sanh cac kiéu hinh hinh anh hoc gitra nhém COPD tré tudi va COPD I&n tudi. Hon nira, thiéu hut
alpha-1 antitrypsin da khéng dwoc danh gia, vi ty 1& hién mac cta né dwoc biét [a cwe ky thap
trong cac dan sé chau A va di liéu lién quan khéng duwoc thu thap trong doan hé. Cubi cing, vi
nghién cru da tuyén dung mot doan hé dia phwong tr mét khu viee cu thé ctia Han Quéc, cac dbi
twong co thé khéng dai dién cho toan bd dan sb. Do dd, can cé cac nghién ctvu sdu hon bao gébm
cac nhém dan téc khac nhau.
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V. KET LUAN

Khac véi nhém COPD Ién tudi, nhém COPD tré tudi dwoc dac trwng bdi ty 18 niv gi¢i va nhom
chwa tirng hat thube cao hon, it biéu hién triéu chirng khoé thd hon. B&nh COPD c6 thé bj chan
doan dwdi mire khi st dung tiéu chuén ty sé cd dinh, d&c biét & nhirng nguoi tré tudi co téc dod
suy gidm chirc nang phdi chAm hon so véi cac nhom Ién tudi. Tinh trang tdc nghén ludng khi
dwoc héi phuc 1a yéu td tién lwong doc 1ap vi vay viéc tdm soat, chan doan va quan ly sém nhirng
déi twong nay cé tién lwong cai thién.

Tai liéu tham khao

1. Vogelmeier CF, Criner GJ, Martinez FJ, et al. Global strategy for the diagnosis, management, and prevention of
chronic obstructive lung disease 2017 report. GOLD executive summary. Am J Respir Crit Care Med.
2017;195(5):557-582. d0i:10.1164/rccm.201701-0218PP.

2. Rehman AU, Hassali MAA, Muhammad SA, Harun SN, Shah S, Abbas S. The economic burden of chronic
obstructive pulmonary disease (COPD) in Europe: results from a systematic review of the literature. Eur J Health
Econ. 2020;21:181-194. d0i:10.1007/s10198-019-01119-1

3. Guarascio AJ, Ray SM, Finch CK, Self TH. The clinical and economic burden of chronic obstructive pulmonary
disease in the USA. Clinicoecon Outcomes Res. 2013;5:235-245. doi:10.2147/CEOR.S34321

4. Welte T, Vogelmeier C, Papi A. COPD: early diagnosis and treatment to slow disease progression. Int J Clin Pract.
2015;69(3):336-349. doi:10.1111/ijcp.12522

5. Laucho-Contreras ME, Cohen-Todd M. Early diagnosis of COPD: myth or a true perspective. Eur Respir Rev.
2020;29(158):200131. doi:10.1183/ 16000617.0131-2020

6. Afonso AS, Verhamme KM, Sturkenboom MC, Brusselle GG. COPD in the general population: prevalence,
incidence and survival. Respir Med. 2011;105(12):1872-1884. do0i:10.1016/j.rmed.2011.06.012

7. Sanchez-Salcedo P, Divo M, Casanova C, et al. Disease progression in young patients with COPD: rethinking the
Fletcher and Peto model. Eur Respir J. 2014;44(2):324-331. do0i:10.1183/09031936.00208613

8. Martinez FJ, Agusti A, Celli BR, et al. Treatment trials in young patients with chronic obstructive pulmonary disease
and pre-chronic obstructive pulmonary disease patients: time to move forward. Am J Respir Crit Care Med.
2022;205(3):275-287. doi:10.1164/rccm.202107-1663SO

9. Kohansal R, Martinez-Camblor P, Agusti A, Buist AS, Mannino DM, Soriano JB. The natural history of chronic
airflow obstruction revisited: an analysis of the Framingham offspring cohort. Am J Respir Crit Care Med.
2009;180(1):3-10. doi:10.1164/rccm.200901-00470C

10. Papi A, Beghé B, Fabbri LM. Rate of decline of FEV1 as a biomarker of survival? Am J Respir Crit Care Med.
2021;203:663-665. d0i:10.1164/ rccm.202010-3784ED

Vietnam Fanpage of Respirology


http://fb.me/Vietnamfor

https://trungtamthuoc.com/

VNFOR

11. Ross JC, Castaldi PJ, Cho MH, et al. Longitudinal modeling of lung function trajectories in smokers with and
without chronic obstructive pulmonary disease. Am J Respir Crit Care Med. 2018;198(8):1033-1042.
doi:10.1164/rccm.201707-14050C

12. Agusti A, Melén E, DeMeo DL, Breyer-Kohansal R, Faner R. Pathogenesis of chronic obstructive pulmonary
disease: understanding the contributions of gene-environment interactions across the lifespan. Lancet Respir Med.
2022;10(5):512-524. doi:10.1016/S2213-2600(21)00555-5

13. Cerveri |, Corsico AG, Grosso A, et al. The rapid FEV:1 decline in chronic obstructive pulmonary disease is
associated with predominant emphysema: a longitudinal study. COPD. 2013;10(1):55-61.
doi:10.3109/15412555.2012.727920

14. Lange P, Celli B, Agusti A, et al. Lung-function trajectories leading to chronic obstructive pulmonary disease. N
Engl J Med. 2015;373(2):111-122. doi:10.1056/NEJM0al1411532

15. Lamprecht B, McBurnie MA, Vollmer WM, et al. COPD in never smokers: results from the population-based
burden of obstructive lung disease study. Chest. 2011;139(4):752-763. doi:10.1378/chest.10-1253

16. De Marco R, Accordini S, Marcon A, et al. Risk factors for chronic obstructive pulmonary disease in a European
cohort of young adults. Am J Respir Crit Care Med. 2011;183(7):891-897. doi:10.1164/rccm.201007-11250C

17. Svanes C, Sunyer J, Plana E, et al. Early life origins of chronic obstructive pulmonary disease. Thorax.
2010;65(1):14-20. doi:10.1136/ thx.2008.112136

18. Qin C, Gao J, Sang X, Liu M, Liu J. Childhood respiratory risk profiles associate with lung function and COPD
among the old population. Ann Med. 2025;57(1):2470954. doi:10.1080/07853890.2025.2470954

19. Yang A, Bon J. Unraveling dysanapsis: genetic insights into airway lung mismatch and COPD. Am J Respir Crit
Care Med. 2024;210:1391-1392. d0i:10.1164/rccm.202406-1256ED

20. Wang Z, Li Y, Lin J, et al. Prevalence, risk factors, and mortality of COPD in young people in the USA: results from
a population-based retrospective cohort. BMJ Open Respir Res. 2023;10(1):e001550. doi:10.1136/bmjresp-2022-
001550

21.Tan L, Li Y, Wang Z, et al. Comprehensive appraisal of lung function in young COPD patients: a single center
observational study. BMC Pulm Med. 2024;24(1):358. doi:10.1186/s12890-024-03165-9

22. Marcus BS, McAvay G, Gill TM, Vaz Fragoso CA. Respiratory symptoms, spirometric respiratory impairment, and
respiratory disease in middle- aged and older persons. J Am Geriatr Soc. 2015;63(2):251-257. doi:10.1111/jgs.13242

23. Postma DS, Bush A, van den Berge M. Risk factors and early origins of chronic obstructive pulmonary disease.
Lancet. 2015;385(9971):899-909. doi:10.1016/S0140-6736(14)60446-3

24. Colak Y, Afzal S, Nordestgaard BG, Vestbo J, Lange P. Young and middle-aged adults with airflow limitation
according to lower limit of normal but not fixed ratio have high morbidity and poor survival: a population-based
prospective cohort study. Eur Respir J. 2018;51(3):1702681. doi:10.1183/13993003.02681-2017

25. Cosio BG, Casanova C, Soler-Catalufia JJ, et al. Unravelling young COPD and pre-COPD in the general
population. ERJ Open Res. 2023;9 (1):00334-2022. doi:10.1183/23120541.00334-2022

Vietnam Fanpage of Respirology


http://fb.me/Vietnamfor

https://trungtamthuoc.com/

VNFOR

26. Kim Y, Han B-G, Group K. Cohort profile: the Korean genome and epidemiology study (KoGES) consortium. Int J
Epidemiol. 2017;46(2):e20. doi;10.1093/ije/dyv316

27. Ferré A, Fuhrman C, Zureik M, et al. Chronic bronchitis in the general population: influence of age, gender and
socio-economic conditions. Respir Med. 2012;106(3):467-471. doi:10.1016/j.rmed.2011.12.002

28. de Oca MM, Halbert RJ, Lopez MV, et al. The chronic bronchitis phenotype in subjects with and without COPD:
the PLATINO study. Eur Respir J. 2012;40(1):28-36. doi:10.1183/09031936.00141611

29. Miller MR, Hankinson J, Brusasco V, et al. Standardisation of spirometry. Eur Respir J. 2005;26(2):319-338.
doi:10.1183/09031936.05.00034805

30. American Thoracic Society. Standardization of spirometry, 1994 update. Am J Respir Crit Care Med.
1995;152(3):1107-1136. doi:10.1164/ ajrccm.152.3.7663792

31. Celli BR, MacNee W, Agusti A, et al. Standards for the diagnosis and treatment of patients with COPD: a summary
of the ATS/ERS position paper. Eur Respir J. 2004;23(6):932-946. doi:10.1183/09031936.04.00014304

32. Colak Y, Afzal S, Nordestgaard BG, Lange P, Vestbo J. Importance of early COPD in young adults for
development of clinical COPD. Findings from the Copenhagen General Population Study. Am J Respir Crit Care Med.
2021;203(10):1245-1256. doi:10.1164/rccm.202003-05320C

33. Martinez FJ, Han MK, Allinson JP, et al. At the root: defining and halting progression of early chronic obstructive
pulmonary disease. Am J Respir Crit Care Med. 2018;197(12):1540-1551. doi:10.1164/rccm.201710-2028PP

34. Landis R, Koch GG. The measurement of observer agreement for categorical data. Biometrics. 1977;33:159-174.
doi:10.2307/2529310

35. Bui DS, Lodge CJ, Burgess JA, et al. Childhood predictors of lung function trajectories and future COPD risk: a
prospective cohort study from the first to the sixth decade of life. Lancet Respir Med. 2018;6(7):535-544.
doi:10.1016/S2213-2600(18)30100-0

36. Berry CE, Billheimer D, Jenkins IC, et al. A distinct low lung function trajectory from childhood to the fourth decade
of life. Am J Respir Crit Care Med. 2016;194(5):607-612. doi:10.1164/rccm.201604-07530C

37. Colak Y, Afzal S, Nordestgaard BG, Vestbo J, Lange P. Prevalence, characteristics, and prognosis of early
chronic obstructive pulmonary disease. The Copenhagen General Population Study. Am J Respir Crit Care Med.
2020;201(6):671-680. doi:10.1164/rccm.201908-16440C

38. McGinn EA, Mandell EW, Smith BJ, Duke JW, Bush A, Abman SH. Dysanapsis as a determinant of lung function
in development and disease. Am J Respir Crit Care Med. 2023;208(9):956-963. do0i:10.1164/rccm.202306-1120PP

39. Cosio BG, Pascual-Guardia S, Borras-Santos A, et al. Phenotypic characterisation of early COPD: a prospective
case-control study. ERJ Open Res. 2020;6(4):00047-2020. do0i:10.1183/23120541.00047-2020

40. Smith BM, Kirby M, Hoffman EA, et al. Association of dysanapsis with chronic obstructive pulmonary disease
among older adults. JAMA. 2020;323(22):2268-2280. doi:10.1001/jama.2020.6918

41. Soriano JB, Polverino F, Cosio BG. What is early COPD and why is it important? Eur Respir J.
2018;52(6):1801448. doi:10.1183/ 13993003.01448-2018

Vietnam Fanpage of Respirology


http://fb.me/Vietnamfor

https://trungtamthuoc.com/

VNFOR

42. Colak Y, Nordestgaard BG, Vestbo J, Lange P, Afzal S. Comparison of five major airflow limitation criteria to
identify high-risk individuals with COPD: a contemporary population-based cohort. Thorax. 2020;75(11):944-954.,
doi:10.1136/thoraxjnl-2020-214559

43. Liu S, Zhou Y, Liu S, et al. Clinical impact of the lower limit of normal of FEV1/FVC on detecting chronic obstructive
pulmonary disease: a follow-up study based on cross-sectional data. Respir Med. 2018;139:27-33.
doi:10.1016/j.rmed.2018.04.011

44. Hoesein FAM, Zanen P, Lammers J-WJ. Lower limit of normal or FEVi/FVC <0.70 in diagnosing COPD: an
evidence-based review. Respir Med. 2011;105(6):907-915. doi:10.1016/j.rmed.2011.01.008

45. Colak Y, Lgkke A, Marott JL, Lange P, Vestbo J. Impact of diagnostic criteria on the prevalence of COPD. Clinical
Respir J. 2013;7(3):297-303. doi:10.1111/crj.12007

46. Jo YS, Kim KJ, Rhee CK, Yoo KH, Jung K-S, Park Y-B. Prevalence, characteristics, and risk of exacerbation in
young patients with chronic obstructive pulmonary disease. Respir Res. 2022;23(1):212. doi:10.1186/s12931-022-
02144-0

47. Hwang YI, Kim CH, Kang H-R, et al. Comparison of the prevalence of chronic obstructive pulmonary disease
diagnosed by lower limit of normal and fixed ratio criteria. J Korean Med Sci. 2009;24(4):621-626.
doi:10.3346/jkms.2009.24.4.621

48. Vila M, Agusti A, Vestbo J, et al. Contrasting the clinical and biological characteristics of young and old COPD
patients. ERJ Open Res. 2025;11 (1):00671-2024. doi:10.1183/23120541.00671-2024

49. Kim YS, Hwang YI, Lee JH, et al. Clinical significance of normalized airflow obstruction in patients with chronic
obstructive pulmonary disease. Respir Med. 2023;218:107398. doi:10.1016/j.rmed.2023.107398

50. Brandsma C-A, de Vries M, Costa R, Woldhuis RR, Konigshoff M, Timens W. Lung ageing and COPD: is there a
role for ageing in abnormal tissue repair? Eur Respir Rev. 2017;26(146):170073. doi:10.1183/16000617.0073-2017

51. Fazleen A, Wilkinson T. Early COPD: current evidence for diagnosis and management. Therap Adv Respir Dis.
2020;14:1753466620942128. doi:10.1177/1753466620942128

52. van Oostrom SH, Engelfriet PM, Verschuren WM, et al. Aging-related trajectories of lung function in the general
population—The Doetinchem Cohort Study. PLoS One. 2018;13(5):€0197250. doi:10.1371/journal.pone.0197250

53.Lyngsg AM, Backer V, Gottlieb V, Nybo B, @stergaard MS, Frglich A. Early detection of COPD in primary careThe
Copenhagen COPD Screening Project. BMC Public Health. 2010;10:1-7. d0i:10.1186/1471-2458-10-524

54. Doi K, Hirano T, Qishi K, et al. Gender difference in the relationship between extrapulmonary factors and reduced
lung function in early adulthood. J Clin Med. 2024;13(6):1769. doi:10.3390/jcm13061769

55. Tashkin DP, Wang H-J, Halpin D, et al. Comparison of the variability of the annual rates of change in FEV 1
determined from serial measurements of the pre-versus post-bronchodilator FEV 1 over 5 years in mild to moderate
COPD: results of the lung health study. Respir Res. 2012;13:1-10. doi:10.1186/1465-9921-13-1

56. Buhr RG, Barjaktarevic 1Z, Quibrera PM, et al. Reversible airflow obstruction predicts future chronic obstructive
pulmonary disease development in the SPIROMICS cohort: an observational cohort study. Am J Respir Crit Care
Med. 2022;206(5):554-562. doi:10.1164/rccm.202201-00940C

Vietnam Fanpage of Respirology


http://fb.me/Vietnamfor

https://trungtamthuoc.com/

VNFOR

57. Martinez FJ, Han MK, Lopez C, et al. Discriminative accuracy of the CAPTURE tool for identifying chronic
obstructive pulmonary disease in US primary care settings. JAMA. 2023;329(6):490-501. doi:10.1001/jama.2023.0128

58. Kronborg T, Hangaard S, Cichosz SL, Hejlesen O. Increased accuracy after adjustment of spirometry threshold for
diagnosing COPD based on pre-bronchodilator FEVi/FVC. Respir care. 2019;64(1):85-90.
doi:10.4187/respcare.06148.

Vietnam Fanpage of Respirology


http://fb.me/Vietnamfor

