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TOM TAT:
Muc tiéu:

Padnh gid hiéu quda N-Acetylcysteine (NAC) liéu cao trong dw phong dot cap bénh
phéi tit nghén man tinh (COPD) vé si cdi thién chize nang hé hdp va chdt liwong cugc
song cua bénh nhan.

Doi twong va phwong phdp nghién civu: Nghién ciru ngau nhién, c6 doi chitng, nhan
mo duoc thuc hién tai phong quan ly Hen- COPD Khoa Kham bénh Bénh vién Pa
khoa trung tam An Giang (BVDKTTAG) tir thang 01/01/2015 dén 15/10/2015. C6 69
doi twong dwoc chon vao 16 nghién ciru va dwoc ngcfu nhién chia lam hai nhom: nhom
nghién ciru c6 32 doi twong sir dung NAC liéu cao 400mg x 2 / ngay trong 6 thang va
nhém doi chitng c6 37 doi twong khong siv dung NAC. Tat cd doi twong nghién civu
dwoc hen tdi kham moi thang, ghi nhan s6 dot cd'p, kiém tra tudn thu diéu tri, téc dung
phu cia thube, ddnh gia thang diém CAT (test danh gia COPD), chitc ning hé hdp
FEV, sau 6 thang.

Két qua: Ty 1¢ dot cap nhém sit dung NAC 31,2% , nhém khéng sie dung NAC 56,8%
(p=0,02). Chitc ndang hé hdap FEV, c6 cdi thién sau 6 thing (hic dau 55,1%, sau 6
thang 56,3% ¢ nhdm nghién cizu so véi nhom ching lan lirot 12 51,8% va 52,1%), su
khac biét nay khong cé y nghia thang ké (p= 0,21). Chdt lwong cugc song cé cdi thién
sau 6 thang (lic dau 26,5 diém, sau 6 thang 21,1 diém & nhom nghién citu so véi nhom
ching ldn lwot 1a 26,5 diém va 25,5, sw khdc c6 ¥ nghia théng ké (p= 0,001).

Két lugn: NAC liéu cao kéo dai cé thé lam giam ty 1é dot cdp COPD, cdi thién chirc
nang hé hap (FEV1) va chdt lwong cuéc song ¢ bénh nhan COPD.
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ABSTRACT

Title: High-Dose N — acetylcysteine (NAC) in the prevention of Chronic obstructive
pulmonary disease (COPD) exacerbations: A randomized-controlled trial (RCT).
Objective: To compare the efficacy of high doses NAC and not taking NAC for
preventing COPD; To improve Forced Expiratory volume in one second (FEV,) and
quality of life COPD’s patients.

Methods: A prospective RCT, open label was conducted at the Asthma and COPD
management unit of Out-Patient Department of General An Giang Hospital from
01/01/2015 to 15/10/2015. There were 69 patients were randomized to receive: high
doses NAC 400mg twice daily (n=32) and control group (n= 37). All patients were
checked up number of exacerbations, adherence to medication, side effects, COPD
Assessment Test, FEV1 monthly during 6 months.

Results: Average rate of COPD exacerbation in using NAC group is 31.20 %, control
group is 56.80 % (p = 0.02). FEV, was improved after 6 months (in the study group:
55.10 % at the first time, 56.35 % after 6 months; vs 51.87 % the first time , 52.15 %
after 6 months for the control group) (p= =0.21). Quality of life has improved after 6
months (the first time was 26,53 score, after 6 months was 21,09 score in the study
group, vs the first time was 26,51 score, after 6 months was 25,49 score for the control
group (p =0.001).

Conclusions: Prolonged administration NAC with high doses may reduce the
incidence of COPD exacerbation, improvement in FEV1and quality of life of patients
with COPD.

PAT VAN DE:

Bénh phdi tic nghén man tinh 1a mét trong nhitng nguyén nhan gay tir vong
hang dau. Bénh c6 xu hudng gia ting. Theo wéc tinh cia World Heath Organization
(WHO), dén nam 2020, COPD la nguyén nhan gay tir vong ding hang tht 3 trén pham
vi todn cau. COPD la bénh man tinh, quan li va diéu tri chu yéu la ngoai tri. Dién bién
bénh ty nhién c6 nhitng dot cap lam cac triéu chung hd hap ting 1én va chic nang ho
hap xau di. Nhiing dot c4p 1a nguyén nhan chinh khién bénh nhan phai nhap vién cap

ctru. O giai doan muon cua bénh, dot cap 1a nguyén nhan gay ti vong chinh.COPD
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biéu hién dic trung boi su gidi han lwu luong khi the, ting tiét chat nhay, chan dong
tam ly gay phan Gng oxy hoa va phan tng viém duong hd hap. NAC cé dic tinh
chbng oxy hoa, khang viém, tan chat nhay cho thay loi ich & bénh nhan COPD.Theo
nghién ctru Pantheon M mot nghién ctru tién ctru thir nghiém 1am sang da trung tm,
ngau nhién, mu d6i, kiém ching bang gia duoc dé danh gia hiéu qua va tinh an toan
ciia NAC (1200mg/ngay) liéu cao trong 1 nim & nhitng bénh nhan COPD vira va ning.
Két qua sau cling ciia nghién ctru cho thay hiéu qua va tinh an toan ciia NAC liéu cao
dai ngay trong dy phong dot cAp COPD.

Trong phén tich gop [3] Cochrane, Medline va Embase da dugc thuc hién dé
danh gia hiéu qua khac nhau giita NAC liéu cao va thap diéu tri trén COPD danh gia
trén 11 nghién ctru; dir liéu cho thay liéu cao NAC c6 thé lam giam dot cap COPD. Tai
Viét Nam, hién chua c6 nghién ctru nao vé van dé nay, Vi vay, chung t61 tién hanh
nghién ctru dé danh gia hiéu qua cua NAC lidu cao kéo dai vé giam ty 1 dot cap
COPD, cai thién chtc nang hd hip va ting chat lwong cudc séng cua bénh nhan
COPD.

MUC TIEU NGHIEN CUU

Xac dinh ty 1& dot cdp COPD véi NAC lidu cao kéo dai so voi bénh nhin khong
sit dung NAC. Panh gia chitc ning hé hap FEV, va chit lwong cudc séng caa bénh
nhan COPD.

PHUONG PHAP NGHIEN CUU
Thiét ké nghién ciru:
Nghién ctru ngau nhién, tién ctru, c6 ddi chirng, nhian mé (open label).
C& miu:
C& mau: V&i muc sai sot alpha 1a 5%, luc mau 1a 80%. Su khac biét vé ti 16 dot cap
COPD giita 2 nhém theo nghién ciru trude day khoang 30% B! C& mau can thiét cho
mdi nhém dugc tinh theo cong thirc dudi day la 41 ddi tugng.
2l + 2P )
(P1-P2)
Bénh nhan dwoc phan bd ngau nhién bang cach dung ham RAND () trong phan

mém Excel, sau d6 chon s 1& cho nhom nghién ctru s dung NAC liéu cao 400mg x 2
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Ingay , s6 chdn cho nhom chimg khéng st dung NAC. cho vao phong va dan kém s
tha tu.

Poi twong nghién ciu

Tiéu chuan chon mau

Nhirng bénh nhan ngoai trd nam hozc nit, tudi 40 — 81, ¢ hat thudc 14 hoic
khong dén kham tai phong quan 1y Hen-COPD Khoa Kham bénh BVDKTTAG tir
01/01/2015 dén 15/10/2015. Chan doan 1am sang COPD phan giai doan theo GOLD
1, 11, 1V, FEV4/FVC < 0,7. C6 it nhat 2 dot cép trong 2 nim trudc va én dinh it nhat 4
tuan trude khi dua vao nghién ctu.

Tiéu chuan loai trir:

Bénh nhan hen phé quan, lao phdi, viém phéi, ung thu phoi. Bénh nhan bénh ly
tim mach nang, bénh suy gan than nang. Bénh nhan dang c6 bénh cép tinh, bénh
nhiém tring. Bénh nhan loét da day ta trang hoac bénh anh huong dén sy hap thu
thuéc.Bénh nhan nghién ruou, tdm than.

Phwong phap tién hanh:

Sau khi phong van cac ddi tuong dugc chon s& chup X quang tim phoi thing dé
loai trir viém nhiém, ung budu dudng hé hip hay lao phdi. Thuc hién do ho hap ky co
thir thuéc dan phé quan ghi nhan FEV,, danh thang diém CAT lGc méi vao. Co 74
bénh nhan dap tng duoc tiéu chuan chon mau dua vao nghién ciru. C6 5 bénh nhan tai
kham khong dung hen thang dau tién va khéng tuan thu dung NAC. Vi vay, chi con 69
ddi tuong dugc chon vao 16 nghién ctru va duogc ngﬁu nhién chia lam hai nhém: nhém
nghién ctru c¢6 32 ddi tuong sir dung NAC licu cao 400mg x 2 / ngay trong 6 thang va
nhém dbi chimg c6 37 ddi twong khong sir dung NAC. Tat ca d6i twong nghién ciru
hen tai kham mdi thang ghi nhan s dot cip vao bang thu thap sb liéu, kiém tra tudn
tha diéu tri, tac dung phu cua thudc, danh gia bang CAT, chtc nang ho hép FEV1 sau
6 thang. Theo dbi cac tac dung phu cua thudc N-acetylcysteine nhu: nén, budn non,
nhtrc dau, u tai. ..

Tiéu chudn vang dé chan doan COPD theo GOLD khi: FEV1/EVC < 70% sau

thir thuéc dan phé quan va hoéi phuc khong hoan toan.
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Bién két cuc: Bién két cuc chinh ty I& 1a s6 dot cAp cua bénh COPD & hai nhém. Bién
két cuc phu 14 sy thay doi thang diém CAT, chirc niang ho hiap FEV1 sau 6 thang.
Phwong phiap xir Iy s6 ligu

Thu thap s6 liéu va xtr 1y thong ké bang phan mém SPSS 16.0. Dit liéu 1 bién sb
lien tuc c6 phan phéi chuan duoc mé ta bang do trung binh va do léch chuan. Do véi
cac bién khong phan phéi chuan ching toi dung phép bién dbi logarit truge khi thuc
hién phép kiém. Kiém gia tri trung binh cua 2 nhém bang phép kiém T. St dung phép
kiém Mann-Whitney cho cac bién khong c¢6 phan phdi chuin. Dung phén tich hdi qui
logistic don bién va da bién dé xem mbi lién giira NAC dén hiéu qua diéu tri. Két qua
thu dugc c6 y nghia thong ké khi P< 0.05 va khoang tin cay 95%.
Mot so dinh nghia

Hut thude 14: Co hat thudc mdi ngay hodc di timg hut thude, don vi tinh 13 goi
/nam.
Liéu cao khi st dung NAC > 600mg/ ngay

bot cép COPD la su xau di dot ngdt tinh trang 6n dinh cua bénh: tang kho tho;
ting ho; va/hodc ting luong dam, khién bénh nhan phai thay d6i cach diéu tri thudng
ngay.Tiéu chuan chan doan dot cap:Khi c6 2 trong 3 tiéu chuan sau: ting kho thd, ting
lugng dam khac, dam mu, hoac co6 1 trong 3 ti€u chuan trén kém theo it nhat mot trong
cac ddu hiéu sau: nhiém trung dudng ho hip trén trong 5 ngay qua, sét khong cod
nguyén nhan khéc, taing kho khe, tang ho, mach, nhip tho tang 20% so voi gia tri co
ban.

COPD giai doan I: FEV,/FVC < 70%, FEV1% gia tri ly thuyét (GTLT): > 80%.

COPD giai doan Il: FEV/FVC < 70%, 50% < FEV; < 80%

COPD giai doan Ill: FEV{/FVC < 70%, 30% < FEV; <50%

COPD giai doan IV: FEV,/FVC < 70%, FEV, < 30%, hoac <50% kém suy hé

hap nang.
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Bang diém CAT

Tdi hoan toan khdng ho 0 |1 213|415 Tdi ho thu'd'ng xuyen

T4i khdng khac dom, khéng| o |1 2| 3| 4| 5 | Tdikhacnhigm dém, cdm

Co cam giac oo dom giac ludn oo dofm trong
Tdikhing co camgiacnangl o |1 [ 2 [ 3| 4 [ 5 Téi rat ndng nguc
ngu'c
Khong khoé thd' khi leoddc | o |1 203 a]s Rat kho thd khi leo doc
hodc ciu thang hodc cau thang

Tdi khdng bi gidihan khilam| o |1 213 als Tai bi gidi han khi lam
vigc nha vigc nha nhigu

Téirattetinkhirakhdinhgl o [1 | 2 | 3| a | 5 Tdi khéng hé tu tin khi ra

bat chap bénh phdi khoi nha vi bénh phéi
Téi ngii rit yén giac 0 [1 | 2|3]|4]|5 | Téinglkhingyen giacyi
bénh phoi
T6i cam thay rat khoe o |1 | 23|45 Tdi cam thay khdng con

chit s0C |0 nao

e« CAT < 10: it triéu chung: bénh nhan thudc nhém A hodc C
o CAT> 10: nhiéu tri¢u chirng: bénh nhan thuéc nhém B hodc D
KET QUA

Tudi trung binh 14 65,6 (46 léch chuan: + 11 tudi); tudi thap nhat 13 40; tudi cao

nhat 14 81; nam giéi chiém 81.2%.
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Béng 1: Diic diém co ban ciia mau nghién ciu:

Dic diém Khéng NAC cd NAC Giatrip
(n=37) (n=32)
Tudi 65.8 +10.8 65.4+11.3 0.87
Gioi: 0.76
- Nam 30 (81.1%) 25 (78.1%)
- Ni# 07 (18.9%) 07 (21.9%)
Nghé nghiép 0.5
- CNV 06 (16.20%) 07 (21.90%)
- Khac 31 (83.80%) 25 (78.10%)
BMI 25.34 £ 3.95 25.53+4.44 0.92

CNV: Cong nhan vién
Dic diém co ban gitra hai nhom cé s dung NAC va khdng st dung khong Nhin

chung khéng cé su khac biét vé tudi, gioi, nghé nghiép, BMI, p > 0,05 (bang 1).

Bang 2. Pic diém l1am sang va két qua diéu tri giira hai nhom cé va khdng co sir
dung NAC:

o Khéng NAC Co NAC
bac dieém P value
(n=37) (n=32)
ICS: 0.65
- Khong 20 (54.1%) 19 (59.4%)
-Co 17 (45.9%) 13 (40.6%)
Giai doan COPD: 0.77
- Giai dogn 2 16 (43.2%) 16 (50,0%)
- Giai doagn 3 17 (45.9%) 12 (37.5%)
- Giai dogn 4 04 (10.8%) 04 (12.5%)
Thuéc la 0.69

- Khéng hat thudc
- C6 hut thuac

12 (32.4%)
25 (67.6%)

09 (28.1%)
23 (71.9%)

ICS: Corticoid dang hit
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viéc sir dung thudc corticosteroid dang hit, giai doan COPD va hut thuéc 14 cho

thiy khong khéc biét gitta hai nhém. (bang 2).

Bang 3. Méi lién quan giita NAC dén hiéu qua diéu tri qua phén tich don bién

Pic diém Khong NAC CONAC Giatrip
(n=37) (n=32)
Dot cip COPD 0.13

- Khéng c6 16 (43,2%) 22 (68,8%)

-C6 21 (56,8,%) 10 (31,2%) 0.02 (*)
FEV1 lic dau 51.87 +15.8  56.35+14.5 0.21
FEV1 06 thang 5215+ 154  55.10+12.7 0.44
CAT1 26.51 + 6.5 26.53 +5.8 0.99
CAT6 25.49 + 4.9 21.09 +55 0.001

Ghi chi: (*): Kiém dinh Mann-Whitney

Viéc sir dung NAC cho thay lam giam dot cdp COPD, ty 1é dot cAp nhom st dung
NAC 31,2% , nhém khong sir dung NAC 56,8% voi P=0,02. (Bang 3) Chirc nang ho
hip FEV1 luc dau va sau 6 thang c6 thay d6i (ltc dau:55,1 ml sau 6 thang 56,3 ml ¢
nhém nghién citu va nhoém ching lac dau:51,8 ml sau 6 thang 52,1 ml sy thay doi nay

khong c6 y nghia thong ké P> 0,05 (bang 3)

Chat luong cudc sdng ctia bénh nhan qua thang diém CAT c6 cai thién triéu ching
1 rét sau 6 thang, diém trung binh nhém sir dung NAC luc dau 26,5 diém sau 6 thang
21,0 diém, diém trung nhém khong sir dung NAC lc dau 26,5 diém sau 6 thang 25,4

diém véi P=0,001 duogc biéu dién bang biéu d sau:
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30
26.51 26.53
25 -
20 -
B Nhom khong dung NAC
15 - (n=32)
B Nhom dung NAC (n=37)
10
5 .
O -
Luc dau vao Sau 6 thang

Bing 4. Cac yéu td c6 lién quan dén COPD qua phan tich héi qui da bién:

Pic diém GiatriF Gaitrip
Tuoi 2.156 0.15
ICS 9.073 0.004
Thubc 14 4.697 0.034
NAC 7.098 0.01

Qua phan tich hdi qui da bién cho thiy viéc sir dung corticosteroid, hat thudc 14
¢ anh hudng dén con kich phat COPD va qua md hinh nay van cho thay viéc sir dung
NAC liéu cao lam giam con kich phat COPD vai su khac biét co ¥ nghia thong k&, p =
0,01.

Téc dung phu cua thudc khong ghi nhan cac dau hiéu bat thuong vé than kinh,
chi ¢6 2 trudng hop cd kich tng da day khi sir dung thube IGc bung d6i, sau khi duoc

tu van udng thudc Iic no cac triéu chang rdi loan tiéu hda khéng con.
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BAN LUAN

Tubi trung binh cua BN trong nghién ctru 1a 65,6 + 1 tudi; tudi thap nhit 1a 40;
tudi cao nhat 1a 81; nam gigi chiém 81.2%. Pay c6 thé do dic diém cua COPD thudng

gap 6 nam gidi hon nit gidi vi vay, nam kham bénh cling nhi€u hon nir.

Trong nghién ctru cua ching t6i, Viéc str dung NAC liéu cao 400mg x 2 / ngay
trong 6 thang cho thiy lam giam dot cap COPD, ty 1& dot cdp nhom st dung NAC
31,2% , nhém khong str dung NAC 56,8% thap hon nghién ciru Pantheon [ ¢6 thé do
nghién ctru ctia chiing t6i ¢& miu nho, thoi gian st dung thudc ngan, liéu thudec NAC
thip hon 800mg/ ngay so véi 1200mg/ ngay.

Chtic nang hé hap FEV1 luc dau va sau 6 thang c6 thay doi (lic d¢au:55,1 ml sau
6 thang 56,3 ml & nhém nghién ciru va nhém ching lac dau:51,8 ml sau 6 thang 52,1
ml sy thay doi nay khong co ¥ nghia thong ké (p> 0,05), phi hop véi nghién ctu cia
BRONCUS [2].

Chat luong cudc séng cua bénh nhan qua thang diém CAT c6 cai thién triéu
chtng 14 rét sau 6 thang, diém trung nhom st dung NAC lic dau 26,5 diém sau 6
thang 21,1 diém, diém trung nhém khong st dung NAC lic dau 26,5 diém sau 6 thang
25,5 diém vai p=0,001; phi hop véi nghién ctu HIACE va cai thién chic ning séng
qua thang diém SGRQ [10].

Chung t6i nghi rang cac yéu to co thé gay nhidu: gidi tinh, dung ICS, hit thudc
14, chi s6 BMI. Két qua lam giam dot cap ¢ bénh nhan COPD c6 sir dung NAC liéu
cao so v&i khong sir dung NAC cho thay lam giam ty 1& dot cap COPD theo ddi trong
thoi gian 6 thang sau khi da hiéu chinh cac yéu t6 gay nhiéu van khong thay d6i.Ty 1é
dot cAp nhom st dung NAC 29,5%, nhém khong st dung NAC 39,8% véi P=0,02.
Qua phan tich hdi qui da bién cho thay viéc sir dung corticosteroid, hat thudc 14 c6 anh
hudng dén con kich phat COPD va qua mé hinh nay van cho thay viéc sir dung NAC
licu cao lam giam con kich phat COPD véi su khéc biét co ¥ nghia thong ké, p = 0,01.

Téc dung phu caa thudc khdng ghi nhan cac dau hiéu bat thuong vé than kinh,
chi ¢ 2 trudng hop c6 kich ung da day khi sir dung thuéc IGc bung do6i, sau khi duoc

tu van udng thudc lc no cac triéu chiing réi loan tiéu héa khong con. Phi hop véi
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nghién cau Pantheon ™ v& hiéu qua va tinh an toan cua NAC lidu cao dai ngdy trong
phong dot cip COPD.

Han che cia deé tai: Day la nghién ctru ngau nhién, tién ctru, c6 doi chung.
v61 mau nghién ctu nho, lay mau trong thoi gian ngan chua dai dién dugc dan

sb chung, chua thyc hién mu doi dé cho két qua

KET LUAN
NAC lidu cao kéo dai co thé 1am giam ty 1& dot cdp COPD, cai thién chirc ning ho
hap (FEV1) va chat luong cudc sbng ¢ bénh nhan COPD.
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