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TIEP CAN THU'C HANH XU TRi HEN NANG
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TOM TAT

Hen nang chi chiém 5 — 15% dan sé bénh nhan hen
nhwng tiéu ton dén 40% tdng chi phi diéu tri. Hen nang
hay “khang tri” la hen khéng dat hoac chi dwoc kiém
soat vai corticoid dwdng hit (ICS) liéu cao két hop mot
thubc kiém soat khac ké& ca corticoid dworng ubng
(OCS), trong bbi canh cac bénh di kém hen da dwoc
nhan dién va xt tri hiéu qua. GINA 2016 dwa ra chién
lwoc diéu tri hen da duwoc chirng minh 1a x& tri dwoc
da sb céc ca hen trong cong dong tai tuyén y té co s&.
Tuy nhién, ch|en lwoc ndy chwa da dé x( tri hen nang.
Hen n&ng can phai dwoc x@ tri tai tuyen y té chuyén
khoa theo céch tiép can c4 thé héa. Tiép can thuc hanh
XG tri hen nang khéi dau bang viéc chan doan xac dinh
hen nang bang céch loai trir cac trwdng hop hen “gia”
va hen “kho tri”; ké tiép la chan doan kiéu hinh cu thé
cho tirng trwdng hop hen nang va diéu tri cho tirng kiéu
hinh véi cac thubc da dwoc chirng minh la c6 hiéu qua
twong &ng tirng kiéu hinh cu thé.

Ttr khéa: Hen nang hoac khang tri (severe or
refractory asthma), hen khé tri (difficult-to-treat
asthma), bénh giéng hen (asthma-like diseases), kiéu
hinh hen (asthma phenotype), x& tri hen ca thé hoa
(individualized asthma management).

ABSTRACT:

PRACTICAL APPROACH TO TREATMENT OF SEVERE
ASTHMA

Severe asthma represents only 5 — 15% patients
with asthma but costs as much as 40% total treatment
expenses. Severe or refractory asthma is defined by
the asthma control which cannot be achieved or can
be reached at high dose inhaled corticosteroids
associated with another asthma controller including
oral corticosteroids (OSC), under the condition that all
asthma co-morbidities are identified and effectively
managed. Treatment strategies for asthma
recommended by GINA 2016 have been proved to be
effective in management for most cases in the
community at primary care healthcare settings.
However, such strategies are not effective enough to
cover severe asthma. Severe asthma should be
managed at secondary care healthcare settings and
requires individualized asthma approach. Clinical
approach for severe asthma starts with the definitive
diagnosis. The definitive diagnosis of severe asthma
results from the exclusion of “asthma-like” diseases
and “difficult-to-treat” asthma. The next step is to
identify specific phenotypes for severe asthma. The
final step is to individualize asthma management by
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selecting the medications which are proved to be
effective for those specific asthma phenotypes.

MOT SO PIEM THEN CHOT

Hen la mot trong cac bénh man tinh khong lay
c6 tan sudt cao nhat trén thé gioi. Da s6 truong hop
1a hen khong ning c6 thé kiém soat duoc véi cic
diéu tri théng thuong. HOi quan hé théng cua
Jacqueline O’ Toole va cs cho thay ty 18 hen ning
chi chiém 5 — 15% bénh nhan hen.! Dut chi chiém
ty 1€ nho, hen nang 1a nguyén nhéan quan trong lam
hen khong kiém soat, hen vao con cép, tir vong do
hen va tac dung phu do diéu tri.! Chi phi diéu tri
hen ning ciing cao, chiém dén 40% toan bo chi phi
diéu tri bénh hen.2

Huéng dan qubc té cua ERS/ATS (The
European Respiratory Society /American Thoracic
Society) nam 2014 dinh nghia hen “nang” (severe)
hay “khang tri” (refractory) l1a hen khong dat dugc
tinh trang kiém soat hodc chi dat dugc tinh trang
nay voi corticoid duong hit (ICS - inhaled
corticosteroids) lidu cao két hop mat thubc kiém
sodt khac ké ca corticoid dudng udng (OCS- oral
corticosteroids), trong bdi canh céc bénh di kém
hen d3 duoc nhan dién va xi tri hiéu qua.?

Dinh nghia nay nhan manh hai diém then chét:

Diém thir nhat: hen nang phai dugc xéc dinh
thong qua liéu luong va loai thudc can thiét dé
kiém soat hen.} Trudc 2006, GINA (Global
Initiative for Asthma) di timg hudng din chan
doan hen nang dai dé“lng (hen bac 4) dua trén muc
dd nang cua tri€u ching 1am sang cia bénh nhan
ldc dén kham va cho thudce tuy theo bac nang ban
dau nay.’ Cach phan loai nay da duoc ching minh
1a khong phu hop vi bénh nhén hen voi triéu chimg
ning c6 thé dap tng rét tot véi diéu tri nhe nhang
trong khi d6 bénh nhan hen véi triéu ching nhe
hon c6 thé dap tng kém voi diéu tri manh hon.
Nhur thé, can luu y 13 chan doan hen ning hay nhe
12 hoi ctru dua trén luong thudc kiém soét can thiét
dé kiém soat dugc hen chir khong dya trén muc do
triéu chtng ctia bénh nhén 12 nhiéu hay it.

Diém thir hai: Hen nang phai dugc chan dodn
sau khi loai trr cac truong hop hen “gid” va hen
“khé diéu tri”.> Hen “gia” 1a thudt ngit ding dé chi
cac truong hop 14m sang c6 biéu hién triéu chimg
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Budée 1: Chan do4n nguyén nhan hen khong kiém soat

Hen "gia"

Hen nang / khang tri

Hen "kho diéu tr1"

Budc 2: Nhan dién céc kiéu hinh gy hen nang
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Buwée 3: Lya chon thudc diéu tri tuong Gng

Tiotropium

Macrolides

Giai man cam dac hiéu

Omalizumab

Corticoid,
Anti IL-4, IL-5, IL-13

So d6 1: Qui trinh tiép can xt tri hen nang

gidng hen (vi du nhu COPD, suy tim, rbi loan chtrc
ning diy thanh 4m) va bj chan dodn nham 12 hen.?
Hen “khé diéu tri” diing dé chi cac truong hop hen
khong kiém so4t dugc do bénh nhan khong tuan
thit diéu tri (nghia 13, khong chiu dung thudc klem
sodt hen hodc ding thudc khong du liéu, bao gdm
ca viéc str dung dung cu hit sai k¥ thuat); do c6
bénh di kém hen chua chan doan va diéu tri (vi duy,
viém mili xoang di ing, ngung th& téc nghén khi
ngu, trao ngugc da day thuc quan, tram cam, bénh
phoi tac nghén man tinh [COPD]); do tiép tuc tiép
xtdc voi yéu t thiic ddy (vi du hit thuoc 14, tiép xic
mdi truong 6 nhiém).’ Nhu thé, can luu y “khong
kiém so4t hen” 12 diéu kién “can” cht khong phai
1a diéu kién “du” dé chan doan hen ning.

GINA dé cap chién luoc tiép can diéu tri hen theo
ting budc, 13y corticoid duong hit 1am nén tang
diéu tri.* Chién luoc diéu tri nay da duoc chung
minh hiéu qua trong xir tri da s6 hen trong cong
ddng tai tuyén y té co s& voi cap d6 chung cir cao
nhat (loai A). Pbi v6i hen ning phai diéu tri & budc
cao hon, cu thé 1a budc 4, bude 5, GINA khuyén
cdo chuyén bénh nhan Ién tuyén chuyén khoa dé
duogc danh gid va dleu trj ddy da hon.* Co s6 cho
khuyén cdo nay xuat phat tir nhan dinh hen rat da

dang (heterogenous) v6i cic co ché bénh sinh phure
tap dic biét trong trudng hop hen ning.*

Viém man tinh qua trung gian té bao 4i toan 1a
co ché bénh sinh chu yéu nhung khong phai la duy
nhat. ICS don doc c6 thé khong du dé wc ché moi
con duong giy viém. Nhu thé, tiép can xir trf hen
ning khong thé gidng nhu céch tiép can xir tri hen
khong ning — “mot sb vua cho moi ¢6” (one size
fit all) ma phai la cach tiép can “do ni dong giay”.
Kiéu tiép can nhu thé duoc goi 1 “ca thé héa xir
tri hen” (individualized asthma management). Ca
thé héa xtr trf hen bao gém viéc nhan dién cac kiéu
hinh (phenotype) riéng biét cho tirng truong hop
hen ning rdi lya chon bién phap diéu tri phit hop
cho tirmg kiéu hinh d6.

TIEP CAN XU TRi HEN NANG
So do trén ddy mo ta qui trinh tiép cén xu tri
hen nang (So do 1)

Bwéc 1. Chan doan nguyén nhan hen khéng kiém soat

Hen né@ng 1a mdt trong cic nguyén nhan giy hen
khong kiém soat. Tiép can thyc hanh xtr trf hen ning
vi thé khoi dau bang nhan dién tinh trang khong
kiém sodt hen va tiép ndi bang chan doan phan biét
c4c nguyén nhan gy hen khong kiém soat.
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Hen khong kiém soat c6 thé dugc nhan dién trén
1am sang nho 4p dung tiéu chuin kiém soat hen
theo GINA gdm: triéu chimg ban ngay > 2 lan/
tuan, ding thudc giam triéu chimg > 2 1an/ tuén,
triéu chirng vé dém > 1 14n/ tudn va c6 gi6i han van
dong thé luc do hen.* Bénh nhan c6 xu hudng danh
gid mirc kiém soat hen t6t hon thuc t&° vi thé bac
sy nén kiém tra du bén tiéu chi kiém soat hen hon
1a chi hoi duy nhat mot cau: “Hen ciia dng ba c6
kiém so4t khong?”

« Chan doan xac dinh hen chua ding hay con
goi 12 hen “gia”. Nhiéu bénh khac hen thé hién
triéu chtng giéng nhu hen vi du: viém miii xoang
man, suy tim, COPD, trao ngugc da day thuc quan,
di vat duong thd, lao phé quan. Piém then chdt
trong chan doan phan biét hen véi cac bénh c6 tricu
chtng gibng nhu hen 1a dic tinh bién thién cua
triéu chung 1am sang (ho, kho tho, kho khe, néng
nguc) va chirc nang hod hip (tic nghén ludng khi
tho ra) theo thoi gian, khong gian va yéu td tiép
xtc thé hién rat 15 trong hen.* Theo doi dién tién
tridu chig 1am sang, chirc nang hd hap theo thoi
gian 1 chia khéa chan doén.

« Diéu trj kiém soat hen chua phu hop gom chua
diéu tri kiém soat hen, hodc da diéu trj kiém soat
hen nhung bénh nhan khong tuén thu diéu tri, bénh
nhan st dung dung cu xit hut sai k¥ thuat. Panh
gia sy tuan tri cua bénh nhan ké ca kiém tra truc
tiép k¥ thuat sir dung binh xit hdt c6 thé gitp nhan
dién nguyén nhan nay. Xét nghiém do nong 46 NO
trong hoi thd ra FeNO c6 thé gidp chan doan liéu
corticoid chua dii do khong tuén thu diéu tri.” Trén
bénh nhan dang diéu trj kiém soat hen c6 FeNO &
murc thip, FeNO ting 1én tré lai c6 thé 1a ching ctr
cho thay bénh nhén c6 thé khong tuan thi diéu tri
ICS.

* Bénh di kéem hen khong duoc chan doan va
diéu tri 12 nguyén nhan quan trong 1am hen khong
kiém so4t.® Cac bénh di kém thudng gip trong hen
bao gdm: viém miii xoang di tmg va khong di tng,
trao nguoc da day thuc quan, hoi chung ngung thé
tdc nghén khi ngu, réi loan than kinh tdm 1y (trAm
cam, lo au), nhiém trung ho hép man tinh, COPD,
hoi chirng giam thong khi phé nang, ri loan chtc
nang day thanh am, rdi loan ndi tiét (cudng gidp),
béo phi.® Piém then chét gitip chan dodn 14 kiém
tra ngay su hién dién ctia bénh di kém hen khi xu

THOI SV Y HOC 03/2017

tri mot truong hop hen mat kiém soét.

* Tiép xdc voi yéu t6 nguy co. Hiit thude 14 va
tiép xdc voi di ing nguyén (mat nha, 16ng thd vat,
phan hoa) tir 1au da dugc nhan dién 12 yéu té nguy
co gay hen. 5 Tuy nhién viéc khang dinh chic chin
yéu to nguy co gdy hen 1a mot thach thirc trén 1am
sdng, cac tric nghiém lay da chi khang dinh duoc
bénh nhan c6 man cam véi di nguyén nhung khong
khang dinh di nguyén d6 1a nguyén nhan gdy ra
hen.* Tir 46 khuyén cdo phong tranh yéu t6 thic
ddy ngoai trir ngung hit thudc 14 hiém khi duoc
dua ra nhu 13 thanh phan chinh cta diéu trj do tinh
hiéu qua cua can thiép con thap.*

« Hen ning. Béc s¥ chi nén két luan hen ning 1a
nguyén nhan gy hen khong kiém sot véi cac diéu
kién sau ddy: khing dinh chan doan hen 1a chinh
xéc, kiém tra lai ché do diéu tri hen va diéu chinh
lai néu chua phu hop, dac biét 1a dam bao tuan thu
diéu tri, chan dodn cdc bénh di kém hen c6 thé c6
va diéu chinh néu duogc, x4c nhéan liéu luong diéu
tri kiém soat hen 12 ICS liéu cao kém 1 thuéc kiém
soat khic c6 thé can ding corticoid toan than méi
c6 thé hogc 12 van chua thé kiém so4t hen.?

Bwéc 2. Nhan dién cac kiéu hinh gay hen nang

Nhan dién cac kiéu hinh gay hen nang dugc thyc
hién véi muyc ti€u gidp chon lya thude diéu tri ¢6
hiéu qua ddi véi kiéu hinh d6.° Trude ddy da c6 cac
nghién ctru thtr tim cach phan loai kiéu hinh hen
ndng trén lam sang thanh: hen ndng khoi phat som
véi co dia di ing, hen nang khoi phat mudn voi sy
hién dién viém qua trung gian té bao i toan kéo dai
bat chap diéu tri corticoid day du, hen ning khoi
phat mudn khong kiém soat trén phuy nir béo phi voi
viém khong qua trung gian té bao 4i toan.'® Phan
loai kiéu hinh hen 1am sang c6 y nghia mo ta hon la
ung dung diéu tri. Co ché bénh sinh hen dugc hiéu
16 hon trong thoi gian gan ddy, da tro thanh nén tang
cho viéc phan loai kiéu hinh hen theo co ché bénh
sinh (endotype), tur d6 cho phép phét trién cac loai
thudc tring dich trong diéu tri hen.’

Hién nay, ba kiéu hinh gdy hen nang c6 kha
nang chan doan va tng dung diéu trj duoc trén 1am
sang gom. hen Th2 cao, hen Th2 thap va hen di
tmg."" Nghién ctru chirmg minh kiéu hinh hen qua
trung gian Th2 cao s& ddp tmng tdt voi corticoid,
anti IL-4, anti IL-5, anti IL-13 12 c4c héa chat trung
gian nam trén con dudng sinh viém qua Th2. Kiéu
hinh hen qua trung gian Th1 (nghia 13, Th2 thip)
s& kém ddp tng véi corticoid, nguoc lai, c6 thé dap



CHUYEN DE HO HAP

g t6t voi tiotropium va macrolides. Kiéu hinh
hen di tmg c6 tang IgE mau don thudn hay két hop
voi tric nghiém lay da dwong tinh c6 the dap ung
tdt voi diéu tri anti IgE va hodc giai man cam dic
hiéu du6i da hay duéi ludi.'' Cac kiéu hinh hen
khac dua trén co ché bénh sinh (endotype) s& dugc
lan lugt phat hién thém trong tuong lai khi hleu
biét vé co ché bénh sinh hen 3 rang hon va c6 sin
céc thude déu tri twong tng.

Ap dung trén thuc hanh 14m sang trong diéu kién
Viét Nam c6 thé thuc hién mot so xét nghiém dé
chan doan kiéu hinh hen theo co ché bénh sinh nay.

» Chén doén kiéu hinh hen Th2 cao: dém té bao
4i toan mau ngoai bién > 0,3.10°/L hay 300 /uL,
dém té bao 4i toan trong dam giy khac > 3%, do
phan suit NO trong hoi thé ra FeNO > 50 ppb &
ngudi 16n va > 35 ppb & tré em, do nong do
Periostin huyét tuong.'' Tuy nhién can luu y than
trong khi giai thich két qua trong diéu kién thyc thé
Viét Nam vi cac diém sau: té bao 4i toan mau ngoai
bién c6 thé ting do nhidm ky sinh triing; xét
nghiém dém té bao ai toan trong dam gay khac tuy
khong doi hoi dau tu qué nhiéu vé trang thiét bi
nhung khong duoc 1am rdng rai va bénh nhan hen
thuong ho khan ma it ho dam, do FeNO c6 thé thuc
hién rat d& dang nhanh chéng nhung Viét Nam
chua c¢6 tri $6 tham khao trén quﬁn thé 16n, xét
nghiém do Periostin chua dugc thuc hi¢n tai Vi¢t
Nam.

« Chan dodn kiéu hinh hen di tng: do ndng do
IgE toan phan > 30 UI/L," thyc hién tric nghiém
léy davado néng do IgE dac hi¢u chéng lai cac di
nguyén duong khi thong thuong.!® Tai Viét Nam
cac xét nghiém nay hoan toan cé thé thuc hién
dugc mot cach don gian, khong qua dét tién.

» Chan doan kiéu hinh hen Th2 thip duoc khing
dinh théng qua céc tri s6 té bao i toan trong mau,
trong dam gdy khac déu thap, FeNO hoi thé ra
thép.

Bwéc 3. Lwa chon thudc diéu tri twong (rng

Mot sb thuéc diéu tri hen méi dd ra doi trong
thoi gian gan diy va duoc co quan quan ly duoc
pham chip nhan dua vao diéu tri hen, dac biét la
hen nang. Pa sb céc thudc méi nay déu dit tién 1am
han ché kha niang ing dung rong rii trén 1am sang.

c6 chi dinh cho truong
hop hen nang chua dap ing voi diéu tri ICS/LABA
lidu vira va cao. 4V¢é 1y thuyét tiotropium sé& c6 hiéu
qué t6t hon cho kiéu hinh hen nang Th2 thap.'' Két

qué thir nghiém 14m sang cho thiy Tiotropium c6
hiéu qua trén hen chua kiém sodt voi ICS/LABA
lidu cao ddc lap véi cac yéu td gioi, tuéi, BMLI, thot
gian mic hen, tinh trang ht thudc 14, tinh trang
kiém sodt hen va dot cap phai nhép vién trudc do,
nhu ciu diing corticoid toan thén, s6 luong té bao
ai toan trong mau, nong d6 IgE mau, co dia di tmg,
dap ung test gian phe quan va ca tri sd FEV1 sau
trac nghiém gian phé quan.'? Trén thuc hanh 1am
sang, ching t6i khong chi dinh Tiotropium dai tra
cho tat ca bénh nhan hen ma chon lya cho trudong
hop hen ning c6 tic nghén ludng khi ning ¢ dinh
do tiotropium c6 kha nang dan phé quan manh; cho
truong hop hen ning c6 & khi phé nang duoc danh
gi4 qua phé than ky véi thé tich phdi (bao gdm thé
tich khi cin va tong dung luong phdi), nhimng
truong hop nay ching t61 ghi nhan bénh nhan cai
thién triéu chimg khé thé tot hon han; ching t6i
cling chi dinh tiotropium cho truong hop hen néng
c6 bong dang cuia COPD nhu 1a hen da hay dang
hiit thudc 14, hen khdoi phat sau 40 tuéi, chtrc ndng
phéi déap tmg kém véi tric nghiém gidn phé quan
va phuc hoi kém véi diéu tri thong thudng.

lidu lwong thay doi tiy theo nong
do IgE mau c6 chi dinh cho truong hop hen nang di
{mg v6i IgE toan phan > 30 UI/L chua dap tng véi
diéu trj ICS/LABA liéu cao.'> Omalizumab duoc uu
tién chon lya cho kiéu hinh hen di tng ting IgE
mau. Thoi gian, liéu luong va chi sé danh gia hiéu
qua diéu tri 12 nhimg diém can nghién ctru thém vé
thubc nay.'* Omalizumab da c6 mit tai thi truong
Viét Nam, nhung vi gid ca cua thudc qué cao nén
rat nhiéu bénh nhan hen nang chua thé tiép can duoc
va do d6 kinh nghi¢m diéu tri thuc té ciia bac sy lam
sang d6i voi thube nay ciing con han ché.

(anti IL-5) cling vua duoc

GINA 2016 dwa vao chi dinh diéu tri hen ning ting
té bao 4i toan khong dap ung diéu tri budc 4.* Hai
anti IL-5 khac la Benzalizumab va Reslizumab
cling dang duoc dugc phét trién cho diéu tri hen
ning.’ Dupilumab (anti IL-4), Tralokinumab va
Lebrikizumab (anti-IL 13) 1a nhitng thudc s& xudt
hién trong thoi gian sap toi. Cac thude anti IL 4, 5,
13 nay duoc chon lya trong kiéu hinh hen nang
Th2 cao khong déap tmg du voi ICS/LABA lidu
cao. Mot sd thube thudc nhém anti IL nay dang
duogc thtr nghiém 1am sang pha 3 tai thi truong Viét
Nam, va hi vong s€ dugc dua ra thi truong trong
thoi gian toi.
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KET LUAN

Hen ning chiém ty 1& nho trong dan sé bénh
nhan hen song lai 13 ganh ning 16n trong diéu tri
hen. Hen ning dt ra nhiéu thach thtic trong van dé
chan dodn va diéu tri cho bac sy chuyén khoa ho
hap. Tiép can xir tri hen nang trén thyc hanh 14m
sang tai Viét Nam hién tai van chd trong dén chan
doan va xur tri cac nguyén nhan gy hen khong
kiém soat khac hen nang nhu 1a hen “gid”, hen
“kh6 diéu tri”. Tiép can xir tri hen nang ding nghia
1a ca thé héa chan doan kiéu hinh va diéu tri phi
hop theo kiéu hinh hen nang. Su xuét hién cta cic
xét nghiém moi tai Viét Nam nhu dém té bao ai
toan trong dam, do nong d6 NO trong hoi tho ra
(FeNO), dinh lugng néng do IgE toan phﬁn va dac
hiéu, tric nghiém lay da x4c dinh di nguyén da gop
phan giai quyét chian doin kiéu hinh hen nang.
Tiotropium 12 mot giai phép tot trong diéu tri két
hop trong hen néng. Thubc dbi khang IgE
(Omalizumab), thuoc ddi khang IL 4, 5, 13 hua
hen gidp giai quyet t6t hen ning theo kiéu hinh tuy
nhién van con nhiéu thach thic vé mit nguon luc
cua bénh nhan va kinh nghiém diéu tri thuc té cta
béc s¥ can phai vugt qua trong thoi gian toi.
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