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Tém tat: Bénh nhan bénh phdi tic nghén man tinh (BPTNMT) ¢6 yéu t8 hen thuong
hudng loi tir phédc d6 diéu tri cb corticosteroids dang hit (ICS), nhung ganh nang va
tiéu chuan chan doan van 1a van dé ton dong. Muc dich ctia nghién cttu nay nhim
wdce tinh ty 1€ bénh nhéan ¢6 yéu t8 hen trong s6 bénh nhan duoc béc si lam sang
chén doan BPTNMT va khao sat sy khac biét vé dic diém lam sang va diéu tri hién
tai gitta bénh nhan BPTNMT c6 yéu t6 hen va BPTNMT don thuan. Nghién cttu cht
ngang dugc tién hanh tai Phong Kham Hé Hap ¢ Bénh Vién Pai hoc Y Duoc Thanh
ph6 H6 Chi Minh va Bénh Vién Bach Mai, Ha Néi, Viét Nam. Bénh nhan BPTNMT
¢6 yéu t6 hen duoc xdc dinh boi bac si diéu tri dya trén khuyén cdo dong thuén ctia
uy ban phéi hop GOLD - GINA. Trong s6 332 bénh nhén duoc sang loc, 300 bénh
nhéan duwoc dua vao nghién cttu. Ty 1é bénh nhan BPTNMT ¢6 yéu t6 hen la 27.3%
(khoang tin cay 95% (KTC 95%) 22.6 — 32.6%). BPTNMT c6 yéu t6 hen thuong o d6i
twong tré hon, gia tri FEV1 cao hon, ty 1é ¢6 test h6i phuc phé quan duong tinh cao
hon, s6 luwong bach cau ai toan trong mau cao hon va thuwong duoc diéu tri bang
ICS/LABA (ICS/ddng van beta-2 tac dung kéo dai dang hit) so véi bénh nhan
BPTNMT don thuén. Ty 1& bénh nhan BPTNMT c6 yéu t6 hen dic biét cao & Viét
Nam, vi thé can ¢6 k& hoach hanh ddng trén 1am sang phu hop.

Tir khéa: hen, bénh phdi tic nghén man tinh, COPD, chéng lap

1. Gioi thiéu

Bénh nhan BPTNMT c6 bi€u hién da dang trén lam sang, ddc di€m hinh
anh hoc, suy giam chtic nang phoi, dap tng diéu tri va tinh trang séng con [1].
Khoang 15%-20% bénh nhan BPTNMT c6 bi€u hién cic ddc tinh hen bao gém tién
st di tng, viém mdii di ting, ting dap ting duong thd hodc bang ching tang bach
cau 4i toan trong méu hodc dam [2,3]. Nhitng bénh nhan nay dugc xem nhu c6 biéu
hién ctia ca hen va BPTNMT, thuong goi la chéng Iép hen-BPTNMT (ACO) hoac
hen + BPTNMT [3,4] hay BPTNMT c6 yéu t& hen [5]. Bénh nhan BPTNMT ¢4 yéu t&
hen la mét dang ki€u hinh khac biét ctia BPTNMT, thuong c6 chat luong cudc séng
xau hon, c6 dot cap thuong xuyén hon va ning hon, ciing nhw kha nang mac cac
bién & hd hép cap thuong xuyén hon so véi BPTNMT don thuén [6,7]. Quan ly
bénh nhan BPTNMT c6 yéu t& hen doi hdi nhiéu ngudn lyc y t€ va tién bac hon mot
céch cé y nghia thong ké do bénh nhéan thuong xuyén di cdp ctru, nhap vién va nhap
khoa hoi strc tich cyec [8].

Nhén dién yéu t8 hen ¢ bénh nhan BPTNMT la buéc dau tién d€ xay dung
ké&hoach ca th€ hda diéu tri [5,9]. Bénh nhan BPTNMT ¢6 yéu t6 hen thuwong huéng
loi nho ICS, trong khi bénh nhan BPTNMT don thuén thi khong [3,5]. Tuy nhién,
chén doan BPTNMT c6 yéu t8 hen 1a mot thach thiéc trén thue hanh 1am sang
[10,11]. K€ tir d6ng thuén ctia iy ban phdi hop GOLD-GINA (Chién lugc toan cau
vé Hen-Chién luoc toan cau vé BPTNMT) dwoc cong bd nam 2015 [12], d& ¢é nhiéu
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tiéu chudn chén doan thay thé duoc dé nghi boi nhiéu chuyén gia va cac hiép héi
chuyén nganh [13,16]. B4c si 1am sang d6i mét véi thach thiic trong viée chon lua
tiéu chudn chan doan dé€ 4p dung boi vi ho khéng rd tiéu chuén chin doan nao la
phtt hop vé mit 1am sang vé6i co sd y t&€ cua riéng ho [1,17]. Ty 1é bénh nhan
BPTNMT c6 yéu t6 hen sé dao déng 16n tuy thudc dan s6 nghién cttu va tiéu chuan
chan doan duwoc 4p dung [18-20]. Do d6, ganh nang cia BPTNMT c¢6 yéu t8 hen van
la vén dé chua duoc xac dinh rd [17,21]. Muc dich ctia nghién cttu nay la wéc tinh
ty 16 BPTNMT c6 yéu t8 hen trong s8 bénh nhan BPTNMT duoc béc si 1am sang
chén doan tai Viét Nam va d€ khao sat sy khéc biét vé dic diém 1am sang va diéu
tri hién tai gitta BPTNMT ¢ yéu t6 hen va BPTNMT don thuan.

2. Déi tugng & phuwong phap
2.1. Thiét ké nghién cttu

Nghién cttu cit ngang, khong can thiép tai Phong Kham Ho6 H4p Bénh
Vién Pai hoc Y Dugc Thanh phd H6 Chi Minh va Bénh Vién Bach Mai, Ha Néi, Viét
Nam. Bénh nhan dwoc thu tuyén theo phuong phap 1dy mau tuan tu tir thdng 9
nam 2016 dén thang 6 ndm 2017. T4t ca bénh nhan BPTNMT dén kham tai cac
phong kham ngoai trta bénh vién dwoc sang loc va dwa vao nghién ctru. Trong qua
trinh sang loc, nghién cttu vién ghi nhan thong tin bénh nhan, giai thich nghién ctu
cho bénh nhén, sang loc bénh nhan théng qua tiéu chudn nhan vao va tiéu chuan
loai trir. Sau khi giai thich day du vé nghién ctru, nghién ctu vién thu cam két dong
thuan bang van ban ctia nhitng bénh nhan théa man tiéu chuan nhan vao va khong
vi pham tiéu chi loai trte nao. Nghién cttu nay khong thay doi viéc ddnh gia va diéu
tri BPTNMT ctia bac si diéu trj trong thiee hanh hang ngay.

2.2. Déi tuong

T4t ca bénh nhan BPTNMT dugc béc si lam sang chan doan tai hai phong
kham ttr thang 09 ndm 2016 dén thang 06 ndm 2017 dwgc thu tuyén. Bac si chin
doan xac dinh BPTNMT theo hudng dan GOLD, bao gom: triéu chiing hé hdp man
tinh, phoi nhiém cac hat hodc khi doc hai va ty 1& FEVi/FVC sau hit thudc dan ph&
quan dudi 70% [5]. Bénh nhan BPTNMT dugce dua vao nghién cttu néu thoa tat ca
cac tiéu chi sau: tudi > 40, BPTNMT duwoc chan dodn it nhat 1 ndm, dwoc theo doi
tai phong khdm ngoai trd, dang trong giai doan 6n dinh. Bénh nhén bi loai khoi
nghién cttu néu vi pham bat ky tiéu chi sau: dot cdp BPTNMT theo dinh nghia
GOLD (bat ky triéu chiing nao cta bénh nhén xau di vuot qué sy thay d6i binh
thuong hé“mg ngay va doi hoi thay déi diéu tri) trong 6 tuan qua, cdc bénh ly duong
thé man tinh nhw dan phé quan, lao phdi, lao ndi phé€ quan va ung thu phéi hodc
6 tién st mic cac bénh ly nay dwa trén phan doan ctia bac si lam sang; hién dang
méic viém phoi, viém phé quan cap, hodc dang duoc phan nggu nhién trong cac thtr
nghiém lam sang khac.

2.3. Thu thép s6 liéu

Nghién cttu vién phéng van bénh nhén va thu thap cic ddc diém lam sang
sau: nhan khau hoc, tién st hit thudc 14, tién st gia dinh (hen, di nguyén, di tng),
bénh dong méc, s8 dot cdp ndm trude, triéu chitng ho hdp, mic d6 khé the dua
trén thang do kho thd hiéu chinh ctia Hoi ddong Nghién cttu Y khoa (mMRC) va
chét luong cudc séng duya trén thang diém Kiém tra danh gia BPTNMT (CAT) [22].
Nghién cttu vién hoi ctru két qua do hd hap ky ctia bénh nhéan tir bénh an d€ lam
bﬁ?mg chiing cho chdn doan BPTNMT, bao goém cac h6 hap ky gan day nhat, t6t nhat
va x&u nhat trong 3 ndm qua. Bénh nhan dugc thuc hién do ho hap ky thuwong quy
& ca hai phong kham bing may ho hdp k& KoKo (nSpire Health Inc, Longmont, CO,
USA) trudc va sau khi hit 400 pg Salbutamol (Ventolin, GlaxoSmithKline,
Middlesex, UK) tai thoi diém [an dau chdn doan BPTNMT. O nhitng lan tai kham,
bénh nhan khéng can thuc hién lai test hdi phuc phé€ quan. T4t ca cac thao tac do
hd hép ky déu thoa cac tiéu chudn chat luong cua Hiép hoi Long Nguc Hoa
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Ky/Hiép hoi Ho hap Chau Au [23]. C4c thong s8 ho hap ky dwoc biéu thi bang gid
tri tuyét doi va ty 1& phan tram cua gia tri dy doan duya trén phuong trinh tham
chiéu NHANES 111, v6i hé s6 hiéu chinh 0.88 cho nguoi Chau A [24]. Cac két qua
xét nghiém khéc sé duoc thu thap néu c6 sén trong bénh dn ngoai trti bao gdm sd
luong bach cau 4i toan trong mau, X-quang ngic théng. Nghién cttu vién ciing thu
thap théng tin vé thudc ma bénh nhan dang st dung do béc si diéu tri chi dinh.

2.4. Ch4n doan BPTNMT c6 yéu t8 hen

Chan doan BPTNMT ¢4 yéu t6 hen tly thudc vao quyét dinh cua bac si
diéu tri. Trong nghién cttu nay, bac si diéu tri ap dung tiép can chin doan theo ting
budc dya trén tiéu chudn chédn doan do uy ban phéi hop GOLD-GINA khuyén céo
[12]. N6i mdt cach ngan gon, BPTNMT c6 yéu t6 hen dwoc chdn doan khi bénh nhan
BPTNMT c6 it nhat 3 déc tinh hen: triéu ching bit dau trudc 40 tudi, triéu chiing
nang hon vao ban dém hogc gan sang, duoc khoi phat boi géng stic, cam xuc (bao
gom ca cuoi), hodc bui/di nguyén, cic triéu ching thay d6i theo muia, theo thoi gian,
khong xau di theo thoi gian, triéu chimg tu cai thién, ddp tng sau vai tudn diéu tri
ICS, do ho hap ky cho két qua test hdi phuc phé quan quan duong tinh manh — FEV1
thay d6i = 15% va 400ml sau khi hit 400 pg salbuterol [12].

Nhim muc dich khao sat, nghién ctu vién xac dinh lai bénh nhan
BPTNMT c6 yéu t6 hen dua trén cdc tiéu chuan chin doan do cac chuyén gia hoéc
hiép hoi chuyén nganh dé xuét nhu sau: tiéu chudn “hen dwgc bac si 1am sang chan
doan” néu bénh nhan BPTNMT ting dwoc bac si chan doén hen trudc ndm 40 tudi
[7]; tiéu chudn “ddng thuén Tay Ban Nha hiéu chinh” néu bénh nhan BPTNMT thoa
hodc tiéu chuan “hen duoc bac silam sang chan doan” hodc test h6i phuc phé quan
quan duong tinh manh (FEV1 thay d6i > 15% va 400ml sau khi hit 400 pg salbuterol)
[14]; tiéu chudn “FEV1 thay déi theo thoi gian” néu bénh nhan BPTNMT thoa hodc
tiéu chudn “hen dwgc béc si lam sang chan dodn” hodc FEV1 khac biét lic t8t nhat
va xau nhat 1a > 15% va > 400ml [25].

2.5. Phén tich théng ké

C& mau dwoc wéce inh dua trén ty 16 BPTNMT ¢6 yéu t6 hen khoang 20%.
V6i @6 tin cay 95%, c& mau t&i thiéu wdc tinh la 246. Cac bién phan loai dwoc mé ta
béng s6 luong va ty 1& phan tram. Cac bién lién tuc dugc mo ta bang trung binh va
d6 1éch chuén néu phan phdi binh thuong, mo ta bé“mg trung vi va khoang t phan
vinéu phan phéi khong chuan. So sanh cac bién sd lién tuc gitta BPTNMT c6 yéu t&
hen va BPTNMT don thuan bé“mg kiém dinh Student T-test néu phan phéi chuén va
bang kiém dinh Kruskal — Wallis test néu phan phdi khong chuan. So sénh cac bién
phéan loai gitta BPTNMT c6 yéu t6 hen va BPTNMT don thuan bz\?mg kiém dinh Chi
binh phuong hodc Fisher. Phan tich théng ké b%ng phan mém JMP 9.0.2 (SAS
Institute Inc., Cary, NC, Hoa Ky). Gid tri p-value <0.05 dugc xem la ¢6 y nghia thong
ke.

3. Két qua
3.1. Ty 1é bénh nhan BPTNMT c6 yéu t6 hen

Trong 332 bénh nhan BPTNMT duwgc sang loc, ¢6 300 bénh nhan duoc dwa
vao nghién cttu. Trong s8 d6, bénh nhan BPTNMT ¢4 yéu t6 hen dugc xac dinh boi
béc si diéu tri theo tiéu chuén ctia “tty ban ph6i hop GOLD-GINA” 1a 82 hay 27.3%
(khoang tin cay 95% (KTC 95%) 22.6 — 32.6%). Bang 1 ghi nhan su khac biét ctia yéu
t0 hen gitra bénh nhan BPTNMT c6 yéu t& hen va BPTNMT don thuén do cac bac
si diéu tri ghi nhéan. T4t ca yéu t6 ung hd chan doan hen cao hon ¢6 y nghia thong
ké 6 nhém BPTNMT ¢6 yéu t8 hen ngoai trir gidi han ludng khi c6 thé hdi phuc (p
=0.828). Nguoc lai, cac yéu t6 tung ho chan doan BPTNMT it hon ¢é y nghia théng
ké trén nhém BPTNMT c6 yéu t8 hen ngoai trir gidi han ludng dan khi dai déng
(p=0.941), dap ting véi thudc dan phé quan tic dung ngan (p=0.050) va dau hiéu
cing phong phoi qua muc trén X-quang nguece (p = 0.225).
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Bang 1. Tan suét yéu t6 tng ho chan doan hen hodc BPTNMT theo ty ban phdi hgp

GOLD-GINA
BPTNMT co BPTNMT
Yéu t6 yéu t6 hen* don thuan* Val-ue
(n=82) (n =218)

Pic diém tng ho chdn doan hen
Triéu chtng thay do6i theo thoi gian 43 (52.4%) 40 (18.4%) <0.001
Triéu chimg thay d6i theo mua 19 (23.2%) 9 (4.1%) <0.001
Triéu chiing ndng dan vé dém hodc sang sém 42 (51.2%) 18 (8.3%) <0.001
TriéuAchﬁmg khoi phat boi géng sttc, cam xtic hodc phoi nhiém buyi/di 12 (51.2%) 23 (10.6%) <0.001
nguyén
Triéu chiing khéng nang dan theo thoi gian 17 (20.7%) 3 (1.4%) <0.001
Triéu ching ty cai thién 16 (19.5%) 15 (6.9%) 0.002
Triéu chtng cai thién sau vai tuan diéu tri ICS 37 (45.2%) 15 (6.9%) <0.001
Gidi han ludng khi c6 thé hoi phuc 4 (4.9%) 12 (5.5%) 0.828
Viém miii di tmg 13 (15.9%) 3 (1.4%) <0.001
Hen dwoc bac silam sang chdn doan trude dé 28 (34.1%) 6 (2.8%) <0.001
Tién st gia dinh c6 nguoi mic hen 9 (11.0%) 7 (3.2%) 0.016
Pic diém ung ho chan doan BPTNMT
Triéu chimg khoi phat sau 40 tudi 68 (89.5%) 207 (97.6%) 0.006
Triéu chitng dai déng mac du diéu tri 33 (40.2%) 146 (67.0%) <0.001
Ngay t&t/xdu nhung triéu ching duoc quan sat & mdi ngay 22 (26.8%) 130 (59.6%) <0.001
H,o man tinh va dam xudt hién khi khé thd khong lién quan yéu to& 40 (48.8%) 159 (72.9%) <0.001
kich phat
Triéu chimg x&u dan theo thoi gian 52 (63.4%) 181 (83.0%) <0.001
Di;éu t}ri thudc déf phé quan tac dung nngm gitup giam triéu ching 34 (41.5%) 118 (54.1%) 0.050
mot cach han ché
D3 ting ghi nhan giéi han luéng khi dai déng 80 (97.6%) 213 (97.7%) 0.941
Bat thuong chitc ndng hd hép gitta nhitng dot cd triéu chiing ?j SSOZO)A)) (21:(19 ;17? %) 0.034
Céng phdng ph6i qua muic trén X quang nguyec fi £45024)1 %) ?j £3713()) %) 0.225

Ghi chit: S§ liéu duoc trinh bay béng tin s8 (%). * Xac dinh bdi béc si diéu tri st dung tiéu chudn ctia “tty ban phdi hop GOLD-GINA”.
In dam chit & cot p-value mang y nghia khac biét c6 ¥ nghia thdng ké. Viét tit: GINA, Global Initiative for Asthma; GOLD, Global
Initiative for COPD; ICS, inhaled corticosteroids.

S0 lugng va ty 1é bénh nhan BPTNMT ¢6 yéu t6 hen dugc xéac dinh hoi ctu
béi nghién cttu vién theo tiéu chudn “hen dwoc bac si lam sang chédn doan”, “dong
thuén Tay Ban Nha hiéu chinh”, “FEV1 thay d6i theo thoi gian” twong tng la 34
(11.3%; KTC 95% 8.2-15.4%), 38 (12.7%; KTC 95% 9.4-16.9%), va 34 (11.3%; KTC 95%
8.2-15.4%). Bi€u d6 1 thé hién gian d6 Venn vé s6 lwong bénh nhan BPTNMT c6 yéu
t0 hen trong 300 bénh nhéan theo cac tiéu chuan chén doan khac nhau. S6 luong theo
tiéu chuén “hen dugc bac si lam sang chén doan” tuong dong véi tiéu chuan “FEV1
thay ddi theo thoi gian” (n=34). Hau hét bénh nhan BPTNMT ¢6 yéu td hen duoc xéc
dinh theo tiéu chuan “déng thuan Tay Ban Nha hiéu chinh” chéng lép véi tiéu chuan
“hen duoc bac si 1am sang chan dodn” ngoai trir 4 bénh nhan. Bé“mg viéc st dung tiéu
chuén “tty ban phoi hgp GOLD-GINA”, bac si diéu tri xac dinh duwgc hdu hét (30 trong
38) bénh nhan BPTNMT c6 yéu t6 hen duge xac dinh boi 3 tiéu chuén chan doan con
lai va thém 52 bénh nhan khong dwgc xac dinh boi 3 tiéu chuén d6 (Biéu d6 1).
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Bi€u db 1: Gian do Venn vé sd lwong bénh nhan BPTNMT ¢4 yéu t& hen theo céc tiéu chudn chdn dodn khac nhau. Cha
thich: Vong tron do, s6 lwgng bénh nhan BPTNMT ¢6 yéu td hen theo tiéu chuin “ty ban phdi hop GOLD-GINA”;
vong tron xanh dwong, s6 luong bénh nhan BPTNMT c6 yéu t6 hen theo tiéu chudn “hen dugc béc si lam sang chdn
doan” hodc “FEV1 thay d6i theo thoi gian”; vong tron xanh 14, s6 luong bénh nhan BPTNMT c¢6 yéu t8 hen theo tiéu
chuén “d6ng thudn Tay Ban Nha hiéu chinh”; va hinh chi nhét den, s6 lugng bénh nhan BPTNMT don thuan dua trén
két hop 4 tiéu chudn chin doan (*n=210) hodc theo tiéu chudn “tty ban phéi hgp GOLD-GINA” (*n=218).

3.2. D4c diém bénh nhan BPTNMT cd yéu t6 hen

Céc phén tich théng ké sau day tap trung vao bénh nhan BPTNMT cd yéu
td hen duoc xac dinh béng tiéu chuan “tty ban phéi hop GOLD-GINA” vi tiéu chuan
nay gitp cac bac si lam sang xac dinh hau hét bénh nhan BPTNMT c¢6 yéu td hen
trong 4 tiéu chudn chan dodn. Bang 2 cho thay hau hét cac ddc diém nhan khiu hoc
khong c6 su khac biét ¢6 y nghia thong ké gitta bénh nhan BPTNMT c¢6 yéu t6 hen
va BPTNMT don thuan. Tuy nhién, bénh nhan BPTNMT c6 yéu td hen & d6 tudi tré
hon (p = 0.021), ¢6 triéu chiing khéi phat ¢ tudi tré hon, thuwong & nit nhiéu hon (p
<0.001) va it kha ning la nguoi hiat thudce (bao gdm dang va da ting hat thudc) (p
<0.001) so véi bénh nhan BPTNMT don thuan.
Bang 2. Dac diém nhéan khiu hoc ¢ 300 bénh nhan BPTNMT

Tong BPTNMT c6 yéu t6 hen* BPTNMT don thuin*

Bic diem (n = 300) (n =82) (n = 218) p-value
Tudi (ndm) 65.0£9.7 62.7 £10.6 65.8+9.2 0.021
Tubikhoi phét tritu chimg ¢ 5, 195 56.0 +15.8 62.1+10.2 0.004
(nam)
Nit 24 (8.0%) 14 (17.1%) 10 (4.6%) <0.001
Can ning (kg) 554 +9.7 55.9 + 8.8 552 +10.0 0.572
Chiéu cao (cm) 160.1+6.7 159.7 +6.8 160.2 +6.6 0.585
BMI (kg/m?) 21636 21934 21536 0.345
Con hit thudc 53 (17.7%) 15 (18.3%) 38 (17.4%)
Ting hat thudc 202 (67.3%) 40 (48.8%) 162 (74.3%) <0.001
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Khéng hut thude 45 (15.0%) 27 (32.9%) 18 (8.3%)
n=237 n=>53 n=184
S8 gbi nam 33.7+17.9 34.0+18.7 33.6+17.7 0.884
Bénh ly nén

Tang huyét ap 56 (18.7%) 16 (19.5%) 40 (18.4%) 0.818
Viém mii di ting 16 (5.5%) 13 (15.9%) 3 (1.4%) <0.001
GERD 16 (5.5%) 4 (4.9%) 12 (5.5%) 0.828
Thi€u mau cuc bd co tim 14 (4.7%) 4 (4.9%) 10 (4.6%) 0.916
Dai thdo duong type 2 10 (3.3%) 2 (2.4%) 8 (3.7%) 0.585

Ch thich: S8 liéu duoc trinh bay dudi dang trung binh + d¢ 1éch chuén hodc s6 lugng (%) hodc trung vi (khoang tit phan vi). *xéc

dinh bang tiéu chuan “tiy ban phdi hop GOLD-GINA”. In dam chit & cot p-value mang ¥ nghia khéc biét cé y nghia thdng ké. Viét
tit: COPD, bénh phoi tic nghén man tinh; BMI, chi s6 khdi co thé; GERD: trao nguoc da day thue quan.

Bang 3 cho thdy rﬁmg dot cdp BPTNMT, nhép vién trong nam qua, CAT va mMRC
khac biét khong cé y nghia thong ké gitta bénh nhan BPTNMT ¢6 yéu t6 hen va
BPTNMT don thuén. Tuy nhién, s6 lugng bach cu &i toan trong mau hodc phan
tram cta né 6 nhém BPTNMT c6 yéu t8 hen 16n hon déng k&€ so véi nhom bénh
nhan BPTNMT don thuan (Ian luot p = 0.016 hodc p = 0.004). Bang 3 ciing cho thay
ty 1é ¢ tang bach cau i toan trong mdu cao hon ¢ bénh nhan BPTNMT c6 yéu t&
hen so v6i bénh nhan BPTNMT don thuan véi ngudng 300/uL va 3% (lan luot la p
=0.038 va p = 0.007)

Bang 3. Dic diém lam sang va bach ciu &i toan trong mau & 300 bénh nhan
BPTNMT.

BPTNMT c6 yéu BPTNMT don

Pic diém (nT:§§O) to hen* thuan* va}i;xe
(n=82) (n=218)
>1 dot cap trong nam trude 90 (30%) 22 (26.8%) 68 (31.2%) 0.459
> 2 dot cap trong nam trude 45 (15.0%) 8 (9.8%) 37 (17.0%) 0.106
>1 dot cap nhép vién trong nam trudc 45 (15.0%) 11 (13.4%) 34 (15.6%) 0.634
(n=181) (n=45) (n=136)
CAT 16.0+6.3 14.8+5.6 16.4+6.5 0.111
CAT >10 151 (83.4%) 37 (82.2%) 114 (83.8%) 0.804
n=179 (n=54 (n=125)
mMRC ( > 25) ) ) (2,_3)) 203) 0.091
mMRC >2 143 (79.9%) 42 (77.8%) 101 (80.8%) 0.646
S6 luong bach cau ai toan trong mau (n=36) (n=10) (n=26) 0.016
(mi ul) 190 (102.5;297.5) 310 (162.5; 650) 145 (100,215)
Phén trdm bach cau &i toan trong mau 2.3% (1.2%;3.8%) 4.4% (2.2%;6.7%) 1.9% (1.0%,2.8%) 0.004
bach ciu &i toan trong mau = 300/uL 9 (25.0%) 5 (50.0%) 4 (15.4%) 0.038
bach ciu ai toan trong mau méu > 3% 12 (33.3%) 7 (70.0%) 5 (19.2%) 0.007

Ch thich: S8 liéu duoc trinh bay dudi dang trung binh + do 1éch chuén hodc s6 lugng (%) hodc trung vi (khoang tit phan vi). *xéc

dinh bang tiéu chuan “tiy ban phdi hop GOLD-GINA”. In dam chit & cot p-value mang ¥ nghia khéc biét cé y nghia thdng ké. Viét
tt: CAT, COPD assessment test; mMRC, modified Medical Research Council dyspnea scale.

Bang 4 th€ hién sy khac biét trong ho6 hdp ky gitta bénh nhan BPTNMT
¢6 y&u t8 hen va bénh nhan BPTNMT don thuin. O Tan do gan day nhat, FEV:1 &
bénh nhan BPTNMT ¢6 yéu t6 hen cao hon so véi bénh nhan BPTNMT don thuén
(p <0.001). Khi thuc hién test h6i phuc phé€ quan, ty 1& test h6i phuc phé quan
duong tinh (FEV1 tang > 12% va 200ml) hodc test h6i phuc phé& quan dwong tinh
manh (FEV1tang > 15% va 400ml) & nhém bénh nhan BPTNMT c6 yéu t8 hen cao
hon dang ké so v6i nhém bénh nhan BPTNMT don thuén (Ian luot p <0.001, p =
0.017). Trong s6 77 bénh nhan BPTNMT c6 yéu t6 hen, ty 1€ test h6i phuc phé€ quan
duong tinh va ty 1€ test hoi phuc phé quan duong tinh manh gitta nam va nit 1a
khéc biét khong c6 y nghia thong ké (28.6% so véi 2.6%, p = 0.324; 6.5% so voi
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0.0%, p = 0.582), hodc gitta nguoi hat thudc 1a va khong hut thude 14 (23.4% so véi
7.8%, p = 0.340; 3.9% so v6i 2.6%, p = 0.657). Khi danh gid sy thay d6i FEV: theo
thoi gian, ty 1& bénh nhan ¢6 FEV1 tang > 400ml va > 15% cao hon dang ké ¢ bénh

nhan BPTNMT c6 yéu t6 hen so véi BPTNMT don thuan (p = 0.035).
Bang 4. Dic diém ho hap ky ctia 300 bénh nhan BPTNMT.

BPTNMT co BPTNMT don

Téng

Dic diém €u t6 hen* thuan*

(n =300) y (n=82) (n = 218) value
Két qua ho hép ky gan nhat

n=201 n=>54 n =147
%FEV1 sau hit thu6c dan phév quan 54.6 +18.1 61.7 £16.1 52.0+18.2 <0.001
%FVC sau hit thu6c dan phé’ quan 742 +16.8 80.8 +14.4 71.8+17.0 <0.001
FEV1/FVC sau hit thuéc dan phé’ quan 53.6 +11.6 574 +8.4 522 +12.3 <0.001

Két qua test hoi phuc phé quan ¢ Tan do hé hdp ky dau tién

n=284 n=77 n =207
FEV: thay ddi (ml) 80 (20;170) 120 (50;215) 70 (20;150) 0.001
%FEV1 thay déi (%) 7.9 (2.1;15.7) 11.8 (2.7,21.6) 7.0(17142)  0.014
FEV1 tdng >200ml va > 12% 45 (15.8%) 24 (31.2%) 21 (10.1%) <0.001
FEV: tang > 400ml va > 15% 7 (2.5%) 5 (6.5%) 2 (1.0%) 0.017

FEV1khac biét gitra hai [an do t6t nhat va xdu nhét trong 3 ndm theo doi
n=117 n =236 n=_81

Khéc biét ctia FEV: trude hit thudc DPQ (ml) 240 (85,420) 300 (170;600) 200 (75;355) 0.012
Khac biét ctia %FEV1 truede hit thudc DPQ (%) 8 (3;17) 10 (4;24) 7.0 (3;15.5) 0.298
FEV1 khac biét > 200ml va > 12% 45 (38.5%) 16 (44.4%) 29 (38.5%) 0.377
FEV1 khac biét > 400ml va > 15% 22 (18.8%) 11 (30.6%) 11 (13.6%) 0.035

Ch thich: S8 liéu duoc trinh bay dudi dang trung binh + d¢ 1éch chuén hodc s6 lugng (%) hodc trung vi (khoang tit phan vi). *xéc

dinh bang tiéu chuan “tiy ban phdi hop GOLD-GINA”. In dam chit & cdt p-value mang y nghia khic biét c6 y nghia théng ké. Viét

tat: COPD, Chronic obstructive pulmonary disease; BD, bronchodilator; FEV1, forced expiratory volume in one second; FVC, forced

vital capacity.

Bang 5 cho thay bénh nhan BPTNMT ¢6 yéu t6 hen duoc ké don ICS/LABA (dong
véan beta-2 tac dung kéo dai) hodc thudc d6i khang thu thé Leukotriene (p <0.001)
nhung it ¢6 kha ning dugc ké LABA don thuan (p=0.031) hodc theophylline (p =
0.001) hon bénh nhan BPTNMT don thuan. ICS/LABA 1a thudc dugc chi dinh phd
bién nhat cho bénh nhan BPTNMT ¢6 yéu td hen (89.0%) va bénh nhan BPTNMT

don thuan (76.6%).

Bang 5. Thudc duy tri duoc béac si diéu tri ké don cho 300 bénh nhan BPTNMT.

BPTNMT co6 BPTNMT don

Thudc (nT:;lé;o) yéu td hen* thuan* p-value
(n=82) (n=218)

LABA ' 42 (14.0%) 6 (7.3%) 35 (16.5%) 0.031
LAMA 104 (34.7%) 24 (29.3%) 80 (36.7%) 0.224
LABA/ICS t 240 (80.0%) 73 (89.0%) 167 (76.6%) 0.012
LABA/ICS + LAMA § 70 (23.3%) 20 (24.4%) 50 (22.9%) 0.791
LTRA 50 (16.7%) 25 (30.5%) 25 (11.5%) <0.001
Theophylline 92 (30.7%) 14 (17.1%) 78 (35.8%) 0.001

Ch thich: S8 liéu duoc trinh bay dudi dang trung binh + do 1éch chuén hodc s6 lugng (%) hodc trung vi (khoang tit phan vi). *xéc
dinh bang tiéu chuén “tiy ban phdi hop GOLD-GINA”. Bao gom dong véan beta-2 kéo dai dang hit va udng, t66.4% (158/238)
salmeterol/fluticasone propionate da dugc st dung théng qua binh dinh liéu (pMDI) va 33.6% formoterol/budesonide duoc st dung
qua binh hit bot kho (DPI); S LABA/ICS and LAMA duoc st dung béng hai binh hit riéng biét. In ddm chit ¢ cot p-value mang y nghia
khac biét c6 y nghia théng ké. Viét tit: COPD, Chronic obstructive disease; ICS, inhaled corticosteroids; LABA, long-acting beta-2

agonist; LAMA, long-acting muscarinic antagonist; LTRA, leukotriene receptor antagonist.

4. Ban luan
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Nghién cttu nay chi ra rang, ¢ Viét Nam, ty 16 BPTNMT c6 yéu t& hen dwoc
xac dinh b;?mg tiéu chuén “ty ban phéi hgp GOLD-GINA” 1a 27.3%. Ty 1& nay cao
hon so véi viéc str dung cac tiéu chuén khac nhu “Dong thudn Tay Ban Nha hiéu
chinh” (12.7%), “hen duoc bac silam sang chan doan” (11.3%), “thay d6i FEV1 theo
thoi gian” (11.3%). Nghién cttu cliing cho thdy nhém bénh nhan BPTNMT ¢6 yéu t6
hen thuong tré hon, thuong 1a nit, it kha ndng la nguoi hit thube 14 hon va ¢ FEVi
tot hon, ty 16 cao hon c6 test hoi phuc phé quan duong tinh hodc test hoi phuc phé
quan duong tinh manh, thuong duge ké don véi ICS/LABA nhiéu hon BPTNMT
don thuan.

Nhitng phat hién ctia nghién ctru nay phtt hop véi nhitng nghién ctru triede
day. Ty 1& bénh nhan BPNTMT ¢6 yéu t8 hen da duge bao cdo khac nhau ¢ cac dan
s0 khéc nhau khi ap dung nhiing tiéu chuén chan doan khac nhau [1,26-28]. Ty 1é
ACO trong 568 bénh nhan cé triéu chiing ho hdp man tinh tai bénh vién Pham Ngoc
Thach, Viét Nam chiém 32% khi ap dung phuong thirc chdn dodn duwgc dé xudt [16].
Ty 1& bénh nhan ACO trong 522 bénh nhan mic BPTNMT & Canada thay d6i tir
3.8%-31% khi st dung tiing dinh nghia trong 7 dinh nghia khac nhau [19]. Mot
nghién cttu khac trén 1008 bénh nhan BPTNMT ¢ Nhat Ban cho thiy ty 1& ACO la
16.6% khi ap dung tiéu chuén “ty ban phéi hop GOLD-GINA” [25]. Ty 1&é ACO
trong 1015 bénh nhan dugc chdn doan BPTNMT tai co s& chdm séc sttc khoe ban
dau trong Co so dir liéu nghién cttu chdm s6c bénh nhén t8i wu ctia Vuong Qudc
Anh 1a 20.5% [29]. Nghién cttu méi day tai Ty Ban Nha cho thdy ty 1& ACO trong
s0 603 bénh nhan BPTNMT la 27.4% [30]. Trong s6 396 bénh nhan BPTNMT c6 dix
liéu can thiét &€ chan doan ACO bang tiéu chudn caa Hiép hoi Ho hdp Nhat Ban
[13], ty 1é bénh nhan ACO la 25.5% [31]. Két qua tir hai nghién cttu sau nay va cua
ching t6i cho thay rang cang nhiéu dic diém dwoc stt dung dé xac dinh ACO hay
yéu td hen thi cang nhiéu bénh nhan BPTNMT duoc chdn dodan BPTNMT c6 yéu t&
hen.

Céc phét hién trong nghién cttu nay goi y rang tiéu chudn “ty ban phdi
hop GOLD-GINA” ¢6 thé xac dinh bénh nhan BPTNMT ¢6 yéu t6 hen nhiéu hon so
véi bat ky tiéu chuadn nao khac. Phat hién nay kha hop ly vi thuc t& tiéu chuan nay
st dung nhiéu yéu t6 hen hon cac tiéu chuan khac [11]. Do cac yéu t6 hen la cac yéu
t6 diéu tri dwge, BPTNMT c6 yéu t6 hen c6 thé duwoc hwong loi tir diéu tri phu hop
chéng han ICS, dap ting t5t hon véi cac diéu tri sin c6 va tién luong t6t hon néu
duoc diéu tri thich hop [32]. Trong thwc hanh 1am sang, bac si nén xac dinh cang
nhiéu bénh nhan BPTNMT ¢6 yéu t6 hen cang t8t vi diéu tri chita ICS ¢6 thé gitp
giam dot cdp, giam nhap vién [33], cai thién FEV1 [34] va diéu tri hen khéng ding
ICS c6 thé lién quan dén van dé an toan [3]. Tiéu chuén “uy ban phéi hop GOLD-
GINA” dugc st dung trong nghién cttu ctia chiing t6i bao gém 1am sang va cac xét
nghiém duoc thu thap thuong xuyén, phan anh hién thuec tai cac phong kham ngoai
trti cho bénh nhan hen hay BPTNMT. Trong thiee hanh ban ron hing ngay, cac bac
si c6 xu hudng st dung cac yéu t& 1am sang va két qua ho hap ky thay vi cac xét
nghiém khéc d€ xdc dinh bénh nhén ¢é yéu t6 hen boi vi cac xét nghiém khac khéng
sén c6 va khong thuan tién hodc ton nhiéu thoi gian dé thyc hién.

Nghién cttu nay wéc tinh tan sudt ctia cic yéu t6 ung ho chdn doan hen
hay chan dodn BPTNMT duwoc thu thap hodc ghi lai d€ xac dinh bénh nhan
BPTNMT c6 yéu t6 hen. Cac yéu t6 ung ho chan doan hen sau day kha thuong gap
bao gdm triéu chiing thay ddi theo thoi gian, triéu chiing ndng dan vé dém hay sang
s6m, triéu chitng khoi phéat boi gang sttc, cam xtic hogc tiép xtic véi bui/di nguyén
va cac triéu ching cai thién sau vai tudn sit dung ICS. Nghién cttu ciing chi ra ré“mg
cac ghi nhan vé gidi han ludng khi dai déng hay c6 thé hoi phuc trén hd hap ky hay
cang phong phéi qua muc trén X-quang cé gia tri rdt han ché trong viéc xac dinh
bénh nhan BPTNMT c6 yéu t6 hen.

Chi mét s§ it bénh nhan BPTNMT (2.5%) dap tng tiéu chuan FEV1 ting >
400ml va 2 15% ¢ lan do ho hdp ky dau tién. Phat hién nay twong dong véi nhan
dinh trong nghién cttu ECLIPSE, theo d6 chi 5% bénh nhan BPTNMT c6 FEV1 tang
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ttr 400ml sau khi hit 400 pg Salbutamol [35]. Do d6, test hoi phuc phé quan duwong
tinh manh trong mot Ian do ho hap ky it c6 gia tri trong viéc xac dinh BPTNMT ¢6
yéu t6 hen. Tuy nhién, 18.8% BPTNMT ddp tng v6i tiéu chi dap tng dan phé quan
duong tinh manh khi so sanh gitta lan do h6 hdp ky t6t nhat va xdu nhat ctia bénh
nhan trong 3 ndm theo doi. Diéu nay doéng nghia véi viéc can theo doi can than d€
chan doan BPNTMT c6 yéu t8 hen. Nghién ctru ciing dua ra réng ngudng bach cau
ai toan trong mau (300 t& bao/uL va 3%) déu hitu ich trong viéc phan biét BPTNMT
¢ yéu t& hen va BPTNMT don thuén (p = 0.038 va p = 0.007). M6t nghién ctru gan
day cho thay bénh nhan BPTNMT c6 yéu t6 hen ¢6 tang bach cu i toan trong mau
¢6 chat lvong cudc song kém [36].

Hau hét bénh nhan BPTNMT c6 yéu t6 hen duoc dung ICS/LABA theo
khuyén cdo cia GINA [3] hodc theo dong thuén cac chuyén gia [11]. Cac bac si diéu
tri tai Bénh Vién Dai hoc Y Duoc Thanh Phd H6 Chi Minh va Bénh Vién Bach Mai
Ha Noi, Viét Nam, ca hai la bénh vién thiec hanh chuyén sau, da quan ly bénh nhan
theo huéng dan qudc t&. Nghién ctru cho thay 18.8% bénh nhan BPTNMT 6 yéu t&
hen c6 FEV1 thay d6i > 400ml va > 15% trong 3 nam theo déi phan éanh hiéu qua tot
hon ctia cac thudc duoc ké don cho bénh nhan BPTNMT c¢6 yéu td hen so véi bénh
nhan BPTNMT don thuin (30.6% so vdi 13.6%). Mot nghién cttu tdng quan gan day
cho thdy st dung ICS/thuSc dan phé quan gitp giam 7.3 ml/nam (KTC 95%, 4.1-
10.5) t6c dd sut giam FEV1 so véi gia dugc [37]. Do d6, két qua cta chung toi phu
hop véi y twdng rang diéu tri hién tai c6 thé thay ddi tién trién bénh ca bénh nhan
BPTNMT.

Mot s6 bénh nhan dugc diéu tri bang LTRA do c6 bénh di kem nhu viém
mii di ing va/hodc cac yéu td hen theo khuyén cao ctia GINA hodc dong thudn ctia
céc chuyén gia [3]. Mot s6 bénh nhén ciing duge ké theophylline do triéu chiing dai
dang sau diéu tri bang LABA/LAMA hodc ICS/LABA/LAMA. Viéc ké don LTRA
hay theophylline & bénh nhan BPTNMT ¢4 yéu t8 hen cho thdy cac bac si ¢d gang
stt dung céc loai thudc c6 s&n khac nhau véi ky vong dem lai loi ich cho ca hen va
BPTNMT. Diéu nay ciing phan anh viéc thi€u hut cac loai thubc trong diéu tri
BPTNMT c6 yéu t6 hen. M6 hinh ké toa nay & Viét Nam ¢6 thé thay d6i khi ¢ nhiéu
bﬁ?mg chitng hon vé tinh hiéu qua ctia mét s& loai thudc cho bénh nhan BPTNMT ¢6
yéu t6 hen.

Nghién cttu nay c¢6 mot s& han ché nhat dinh. Thit nhat, viéc xdc dinh cac
dac diém hen b;?mg tiéu chuén “ty ban phdi hgp GOLD-GINA” con phu thudc vao
kinh nghiém ctia bac si. Vi vay, suy dién ty 16 BPTNMT c6 yéu t& hen tir két qua ctia
nghién cttu nay cho cac co s y t€ khac nén duwgc thuc hién mot cach cén trong. Thie
hai, mot lo ngai hién hitu la vai bénh nhan BPTNMT, Chéng han bénh nhan ni,
nguoi khéng hut thude 14 hodc bénh nhan thoa méan tiéu chuén test hoi phuc phé
quan duwong tinh trong lan do hd hap ky dau tién, c6 thé€ bi chdn doan nham thanh
BPTNMT c6 yéu t6 hen trong khi ho thue su 1a hen khéi phat mudn. Tuy nhién,
chung t6i cho ré“mg day la nhitng bénh nhan BPTNMT c6 yéu t6 hen vi chi ¢6 bénh
nhan BPTNMT ¢6 céc ddc diém sau méi duge dua vao nghién ctru: BPTNMT da
duoc chan doan theo huéng dan ctia GOLD it nhat 1 ndm béi bac siva c6 FEV1/FVC
sau hit thuSc dan phé quan < 0.7. Hon thé nita, khong chi bénh nhan hen ma mét ty
1¢ bénh nhan BPTNMT van thoa man tiéu chudn test hoi phuc phé& quan duong tinh
[38]. Thuee t€, chung t6i khong tim thdy sw khéc biét c6 y nghia thong ké gitta nam
va nit hay gitta bénh nhan huat thude va khéng hut thudc trong ty 18 c6 test hoi phuc
ph& quan duong tinh; goi ¥ rang hen khoi phat mudn khong lién quan dén gidi tinh
hay tinh trang hut thuSc trong nghién cttu ctia chiing t6i. Thit ba, do day 1a nghién
ctru cit ngang, nén chiing t6i khong chic chin cac bénh nhan BPTNMT c6 yéu t&
hen dwoc chan doan bf?mg tiéu chuén cua “ty ban phoi hop GOLD-GINA” liéu dép
tng c6 khéc véi cac thude diéu tri hién tai hay tién lwong cé khac khéng. Mot nghién
cttu doc nén duogc tién hanh dé€ tra 16i ciu hoi nay. Thit tu, rat it bénh nhan BPTNMT
trong nghién cttu dugc lam xét nghiém bach cau i toan trong mau, vi thé chung t6i
khong biét liéu BPTNMT c6 yéu t6 hen duoc chan doan dya tén tiéu chuén “uy

J. Pers. Med. 2023, 13, 901. https://doi.org/10.3390/jpm13060901 www.mdpi.com/journal/jpm



J. Pers. Med. 2023, 13, 901. 10 trén 12

ban phdi hgp GOLD-GINA” ¢6 co ché bénh sinh gl. Cac nghién cttu sdu hon véi cc
d4u &n sinh hoc khac nhu phén suét nitrite oxide trong khi tho ra, bach cau ai toan
trong dam, va hé vi sinh duwong hd hap can duoc tién hanh [39].
5. Két luan

Ty 1é bénh nhan BPTNMT c6 yéu t6 hen tai Viét Nam twong d6i cao, chiém
hon ¥ s6 bénh nhan mac BPTNMT. Nhém bénh nhan nay cé nhitng dic diém khéc
biét va st dung thudc khac so v6i nhém BPTNMT don thuan. Trong thwec hanh 1am
sang, BPTNMT c6 yéu t8 hen can duwoc xac dinh kj ludong bang viéc khai thac ki
bénh st va st dung hd hap ky va cdc dau an sinh hoc khac. Nhém bénh nhan
BPTNMT c6 yéu t6 hen nén duoc diéu tri béng cac thudc hién cé modt cach cé thé
héa dua trén bang chitng suy dién tir cc thir nghiém d6i ching ngau nhién va cac
nghién cttu quan sat.

Déng gop tac gia: Y tuong nghién ctu: N.V.T,, L.T.T.L. va Q.C.N.; phuong phap
hoc N.V.T., T.P.P. va A.T.D.-X,; Phan tich s& liéu: N.V.T.,, T.P.P. and A.T.D.-X; Diéu
tra 1am sang: N.V.T,, L.T.T.L., T.P.P. va Q.C.N.; viét — tdng hgp - chinh stta, N.V.T,,
LT.T.L. va AT.D.-X,; gidm sat, Q.C.N.; quan ly du an: T.P.P.; xin kinh phi, L.T.T.L.
va Q.C.N. T4t ca cac tac gia déu da doc va dong y véi phién ban xuét ban ctia ban
thao.

Kinh phi: Nghién cttu nay duoc tai trg boi cong ty AstraZeneca Viét Nam, s6 tai
tro: D2287R00106. Chi phi ddng bao dwoc tai tro béi AstraZeneca Viét Nam.

Hoi dong Dao dtuc trong Nghién ctru Y sinh: Nghién ctu dwoc thuc hién theo
Tuyén b6 Helsinki va duoc phé duyét béi Hoi dong Pao die Nghién ctu Y sinh
bénh vién Pai hoc Y Duoc Thanh phé H6 Chi Minh (s6: 8/ GCN-HDDD, ngay chap
thuén: 16 thang 06 ndm 2016) va bénh vién Bach Mai (s6: 38/BM-HDDD, ngay phé
duyét: 31 thang 05 nam 2015).

Gidy chap thudn: T4t ca bénh nhan déu ddéng y tham gia nghién ctu.

Tinh kha dung dit liéu: T4t ca di liéu khong duge cong bo trong bai bdo nay déu
duoc cung cdp theo yéu cau cho bat ky cac nha nghién cttu nao du diéu kién.

Loi cam on: Nhom tac gia xin chan thanh cam on cac thanh vién trong Khoa Tham
Do Chitc Nang H6 Hap Bénh Vién Dai Hoc Y Dugc Thanh Phé H6 Chi Minh va
Trung Tam H6 Hép, Bénh Vién Bach Mai thanh phd Ha N¢i, Viét Nam d4 thu tuyén
bénh nhan vao nghién ctru nay. Cac tac gia cling cam on Phuong Lé Tri va Nguyén
Thi Xuén Khanh dén tir cong ty AstraZeneca da giip d& cho nghién cttu nay.
Xung dot lgi ich: N.V.T., Q.C.N., T.P.P. and L.T.T.L. da nhan phi dién gia tir cong ty
AstraZeneca, Boehringer Ingelheim, Novartis, va GSK. Cac tac gia khéng dinh
khong c6 xung dot loi ich nao trong cong viéc nay. Cac nha tai tro khong 6 vai tro
nao trong thiét k& nghién ctru, thu thap, phan tich hay giai thich dit liéu; trong qué
trinh viét ban thao, hay trong quyét dinh cong b két qua.
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