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Hen néng chi chi€m 5 — 15% dan s6 bénh nhan hen [1] nhung tiéu t6n dén 40% tOng
chi phi diéu tri [2]. Hen na@ng hay “khang tri” 1a hen khong dat hoac chi dat dwoc kiém soat
vGi corticoid duong hit (ICS) li€u cao két hop mot thudc kiém soat khac k€ ca corticoid
duwong toan than (OCS), trong boi canh cic bénh di kém hen da dwoc nhan dién va xtr tr hiéu
qua [3]. GINA 2016 dua ra chién luwgc diéu tri hen da dwoc chiing minh 1a x@ tri dwoc da s6
cac ca hen trong cOng dong tai tuyén y t& co s& [4]. Tuy nhién, chi€n lwoc nay chua du dé xtr
trf hen nang. Hen nang can phai dwgc xtr trf tai tuyén y t€ chuyén khoa theo cach ti€p can ca
th€ hoéa [4]. Ti€p cén thuc hanh x1 tri hen nang khdi dau bang viéc ch@n doan xac dinh hen
nang bang cach loai trir cic trirdng hop hen “gid” va hen “khé tri” [3]; k€ ti€p 1a chan doan
ki€u hinh cu thé cho tirng truong hop hen nang va diéu tri cho ting ki€u hinh véi cac thubc
da duwoc chitng minh 1a c6 hiéu qua twong g ting ki€u hinh cu thé.

TU'KHOA:

Hen nang hoac khéang tri (severe or refractory asthma), hen khé tri (difficult-to-treat
asthma), bénh giOng hen (asthma-like diseases), ki€u hinh hen (asthma phenotype), xU tri hen
c4 thé héa (individualized asthma management).

MOT sO PIEM THEN CHOT

Hen 12 mOt trong cac bénh man tinh khong 1ay cé tan sudt cao nhat trén thé gidi. Pa sO
trrong hop 13 hen khong nang c6 thé kiém soat dwoc véi cac diéu tri thong thuong. Hoi quan
hé théng clia Jacqueline O’ Toole va cs cho thdy ty 1€ hen nang chi chiém 5 — 15% bénh nhan
hen [1]. Dt chi chi€m ty 1& nho, hen ndng la nguyén nhan quan trong lam hen khéng ki€ém
soat, hen vao con cdp, tir vong do hen va tac dung phu do diéu tri [1]. Chi phi di€u tri hen
nang ciing cao, chi€ém dén 40% toan b0 chi phi di€u tri bénh hen [2].

Hudng dan quéc t€ clla ERS/ATS nim 2014 dinh nghia hen “ndng” (severe) hay
“khang tri” (refractory) 1a hen khéng dat dwoc tinh trang ki€m soat hoac chi dat duoc tinh
trang nay vi corticoid duong hit (ICS) liéu cao két hop modt thudc ki€m soat khic ké ca
corticoid duong toan than (OCS), trong bdi canh cic bénh di kém hen di dwoc nhén dién va

xt tri hi€u qua [3]. Pinh nghia nay nhdn manh hai di€ém then chot:



Pi€m thir nhat: hen ndng phai duoc xac dinh théng qua liéu lwong va loai thubc can
thiét dé ki€m soat hen [3]. Trdc 2006, GINA da tlrng hudng dan chan doan hen nang dai
dang (hen béc 4) dua trén mic d6 nang cua triéu chitng 1am sang clla bénh nhan lic dén
khdm va cho thuOc tiy theo b&c nang ban dau nay [5]. Cach phan loai ndy da duoc ching
minh 13 khong phit hop vi bénh nhan hen véi triéu chitng nang c6 thé dap tng rat t6t véi diéu
tri nhe nhang trong khi d6 bénh nhan hen v&i triéu ching nhe hon c6 thé dap tng kém voi
diéu tri manh hon. Nhw thé, can luu ¥ 1a ch@n doan hen ndng hay nhe 1a hoi cttu dua trén
luong thu6c ki€m soat can thiét dé kiém soat duwoc hen chir khong dua trén mic do triéu
chitng cia bénh nhan 1a nhiéu hay it.

Di€m thi hai: hen nang phai duwoc chdn doan sau khi loai trir cac truong hop hen
“gid” va hen “khé diéu tri” [3]. Hen “gid” 1a thut nglr ding d€ chi cac trueong hop 1am sang
c6 biéu hién triéu chimg giong hen (vi du nhw COPD, suy tim, r6i loan chitc ning diy thanh
am) va bi ch@n doan nham 13 hen [3). Hen “khé diéu tri” dung d€ chi cac truong hop hen
khéng ki€m soat duwoc do bénh nhan khéng tuan thl diéu tri (nghia 13, khong chiu ding thudc
ki€m soat hen hodc ding thudc khong du liéu, bao gdm ca viéc st dung dung cu hit sai ky
thuét); do c6 bénh di kém hen chua chdn doan va diéu tri (vi du, viém miii xoang di Ung,
ngung thd tac nghén khi ngl, trao nguoc da day thuc quan, trdm cam, COPD); do tiép tuc
ti€p xic voi yéu td thiic ddy (vi du hit thudc 14, tiép xiic méi trxdng 6 nhiém) [3]. Nhuw thé,
can luu ¥ “khong ki€ém soat hen” 1a diéu kién “cdn” chir khéng phai 1a diéu kién “dua” dé
ch&n doan hen nang.

GINA dé cép chién luoc tiép can diéu tri hen theo ting budc, 14y corticoid duwong hit
1am nén tang diéu tri [4]. Chi€n lwoc diéu tri nay di dugc ching minh hiéu qua trong xW tri
da sO hen trong cOng dong tai tuy€n y t€ co s& voi cap dd ching clt cao nhat (loai A) [4].
Doi véi hen ndng phai diéu tri & budc cao hon, cu thé 1a bude 4, bude 5, GINA khuyén cdo
chuyén bénh nhan 1én tuyén chuyén khoa d€ dwgc danh gia va diéu tri day d hon [4]. Co s&
cho khuyén cdo nay xudt phat tir nhan dinh hen rat da dang (heterogenous) véi cac co ché
bénh sinh phtic tap dac biét trong trong hop hen nang [4]. Viém man tinh qua trung gian t&
bao &i toan 1a co ché bénh sinh chll yéu nhung khéng phai 1a duy nhét. ICS don ddc c6 thé
khong dl dé e ch€ moi con dudng gy viém. Nhw thé, tiép cln x tri hen nang khong thé
gidng nhur cach ti€p can x tri hen khong nang — “mdt sO vira cho moi c” (one size fit all) ma

phdi 13 cich ti€p cén “do ni déng gidy”. Kiéu ti€p cAn nhw thé duoc goi 13 “c4 thé héa xtr tri



hen” (individualized asthma management). Ca thé héa x tri hen bao gém viéc nhén dién cac
ki€u hinh (phenotype) riéng biét cho titng truong hop hen nang roi lua chon bién phap diéu
tri phit hop cho tirng ki€u hinh dé.
TIEP CAN XU'TRi HEN NANG

So do dudi ddy mé ta qui trinh ti€p cln x tri hen nang (So' do 1)

Budc 1: chan doan nguyén nhan hen khong ki€ém soét

Hen "gid" Hen nang / khang tri Hen "kh6 diéu tri"

Buwdc 2: nhan dién cic ki€u hinh gay hen néng

Hen vGi Th2 thap Hen di itng Hen v&i Th2 cao
| |

Buoc 3: Iura chon thuOc diéu tri trong Ung

Tiotropium Giai m&%ﬁam dac Corticoid,
Macrolides . Anti IL-4, IL-5, IL-13
Omalizumab

S0'd0 1: Qui trinh ti€p c&n x1 tri hen nang
BUUC 1. CHAN DOAN NGUYEN NHAN HEN KHONG KIEM SOAT

Hen nang la mot trong cac nguyén nhan giy hen khong kiém soat. Ti€p can thuc hanh
xW tri hen nang vi thé khdi dau bang nhén dién tinh trang khong kiém soat hen va ti€p noi
bang chan doan phan biét cc nguyén nhan gay hen khong kiém soat.

Hen khéng ki€m soat c6 th€ duoc nhén dién trén 1am sang nho dp dung tiéu chuén
ki€m soat hen theo GINA gOm: triéu chig ban ngay > 2 1an/ tuan, ding thuéc gidm triéu
chirng > 2 1an/ tudn, triéu chitng vé dém > 1 1an/ tudn va cé gidi han van dong thé luc do hen
[4]. Bénh nhan c6 xu hudng danh gia mic ki€m soat hen t6t hon thuc té [6] vi thé bac s§ nén
ki€m tra dQ bén tidu chi ki€m soat hen hon 1a chi hdi duy nh&t mot cau: “Hen clla dng ba cb

ki€m soat khong?”



Hen khéng ki€m soat c6 thé do cac nguyén nhan sau:

Chan doan xac dinh hen chura diing hay con goi 1a hen “gid”. Nhiéu bénh khac hen
th€ hién triéu ching giéng nhw hen vi du: viém miii xoang man, suy tim, COPD, trao
nguoc da day thuc quan, di vat duong thd, lao phé quadn. Diém then chét trong chan
doan phan biét hen véi cac bénh c6 tri€u chiing giong nhw hen 13 dac tinh bié€n thién
cla triéu chitng 1dm sang (ho, khé thd, kho khé, nang nguc) va chiic nang hd hap (tac
nghén ludng khi thd ra) theo thoi gian, khong gian va yéu t6 tiép xic thé hién rat 1o
trong hen [4]. Theo d&i dién ti€n triéu chiimg 1am sang, chitc ning hd hap theo thoi gian

1 chia khéa ch&n doan.
Piéu tri ki€m soat hen chura phit hgp gom chura diéu tri ki€m soat hen, hodc di diéu

tri ki€m soat hen nhung bénh nhan khéong tuan th diéu tri, bénh nhan st dung dung
cu xit hiit sai ky thuét. Panh gia tuan tri cla bénh nhan k€ ca kiém tra truc tiép ky
thudt st dung binh xit hit c6 thé giip nhAn dién nguyén nhan nay. Xét nghiém do
ndng dd NO trong hoi thd ra FeNO c6 thé gitip chén doan liéu corticoid chua dl do
khong tuan th diéu tri [7]. Trén bénh nhan dang diéu tri ki€m soat hen c6 FeNO &
muc thdp, FeNO ting lén trd lai c6 thé 1a chitng ¢ cho thdy bénh nhan c6 thé khéng

tuan thu diéu tri ICS.
Bénh di kém hen khong duoc chan doan va di€u tri 1a nguyén nhan quan trong 1am

hen khong ki€m soat [8]. Cac bénh di kem thuong gap trong hen bao gém: viém miii
xoang di Gmg va khong di Ung, trao nguoc da day thuc quan, hdi chiing ngung thd tac
nghén khi ngl, roi loan than kinh tdm ly (tr&m cam, lo au), nhiém trung hé hdp man
tinh, COPD, h0i chiing giam thong khi phé nang, roi loan chiic ning day thanh am, roi
loan nodi ti€t (cuwdng gip), béo phi [8]. Pi€m then chét gitip chdn doan 1a kiém tra

ngay su hién dién ctia bénh di kém hen khi x( tri mOt trrong hop hen mat ki€m soat.
Ti€p xiic vOi y€u t0 nguy co. Hiit thulc 14 va tiép xiic véi di ing nguyén (mat nha,

16ng thii vat, phan hoa) tlr 1au da dwoc nhan dién 13 yéu t6 nguy co gdy hen [5]. Tuy
nhién viéc khang dinh chac chan yéu t6 nguy co giy hen 1a mot thach thitc trén 1am
sang, cdc trdc nghiém 18y da chi khang dinh dwoc bénh nhan c6 man cdm véi di
nguyén nhung khong khdng dinh di nguyén d6 1a nguyén nhan gay ra hen [4]. Tir d6
khuyén phong tranh yéu td thic ddy ngoai trir ngung hit thuéc 14 hi€ém khi duoc dua

ra nhw 1a thanh phan chinh ctia diéu tri do tinh hiéu qua ctia can thiép con thap [4].



e Hen nang. Bic s¥ chi nén két luén hen nang la nguyén nhan gay hen khéng ki€m soat
vOi cc diéu kién sau day: khdng dinh ch&n dodn hen 1a chinh xédc, ki€m tra lai ché dd
di€u tri hen va di€u chinh lai néu chua phu hop, dac biét 1a ddm bao tuan thu diéu tri,
ch&n doan cac bénh di kém hen c6 thé c6 va diéu chinh néu duoc, xac nhan liéu lwong
diéu tri ki€m soét hen 1a ICS li€u cao kém 1 thu6c kiém soat khac c6 thé can ding
corticoid toan than m&i c6 thé hoac la van chura thé kiém soat hen [3].

BUOC 2. NHAN DIEN CAC KIEU HINH GAY HEN NANG

Nhan dién cac ki€u hinh giy hen nang dwoc thuc hién véi muc tiéu gitip chon lua
thu6c diéu tri c6 hiéu qua d6i v6i ki€u hinh d6 [9]. Trudce day di c6 cac nghién clu thir im
cach phan loai ki€u hinh hen néng trén 1am sang thanh: hen néng khéi phat sém véi co dia di
Ung, hen nang kh&i phat mudn véi swhién dién viém qua trung gian t€ bao ai toan kéo dai bat
chap diéu tri corticoid day d0, hen nang khi phat mudn khong ki€m soat trén phu nir béo phi
v6i viem khong qua trung gian té bao &i toan [10]. Phan loai ki€u hinh hen 14m sang ¢ ¥ nghia
md ta hon 1a ing dung diéu tri [10]. Co' ché bénh sinh hen dwgc hi€u rd hon trong thoi gian
gan day, di trd thanh nén tang cho viéc phan loai ki€u hinh hen theo co' ché bénh sinh
(endotype), tir d6 cho phép phat trién cic loai thudc tring dich trong diéu tri hen [9].

Hién nay, ba kiéu hinh giy hen nang cé kha ning chén doan va Umg dung diéu tri
duoc trén 1am sang goém: hen Th2 cao, hen Th2 thdp va hen di Gng [11]. Nghién ctu chimg
minh ki€u hinh hen qua trung gian Th2 cao s& dap Ung tOt vGi corticoid, anti IL-4, anti IL-5,
anti IL-13 1a cac héa chat trung gian nam trén con dwodng sinh viém qua Th2 [11]. Ki€u hinh
hen qua trung gian Th1 (nghia 13, Th2 th&p) s& kém déap mg v6i corticoid, ngwoc lai, c6 thé
dap g tOt voi tiotropium va macrolides [11]. Ki€u hinh hen di g c6 ting IgE mau don
thudn hay két hop v6i trac nghiém 18y da dwong tinh c6 thé dap g tot véi diéu tri anti IgE
va hodc gidi man cdm dac hiéu dudi da hay dudi ludi [11]. Cac ki€u hinh hen khac dua trén
co ché bénh sinh (endotype) sé& duoc 1an lwot phat hién thém trong twong lai khi hiéu biét vé
co ché bénh sinh hen 18 rang hon va c6 san cac thudc diéu tri twong Ung.

Ap dung trén thuce hanh 1am sang trong di€u kién Viét Nam c6 thé thuc hién mot sO
xét nghiém dé€ chan doan kiéu hinh hen theo co ché bénh sinh nay.

e Ch&n doan ki€u hinh hen Th2 cao: dém té bao 4i toan mau ngoai bién > 0,3.10%L hay
300 /uL, dém t€ bao ai toan trong dam gy khac > 3%, do phan sudt NO trong hoi th&

ra FeNO > 50 ppb &' nguoi 16m va > 35 ppb & tré em, do nOng do Periostin huyét turong



[11]. Tuy nhién can luu y th@n trong khi gidi thich két qua trong diéu kién thuc thé
Viét Nam vi cac di€m sau: t€ bao ai toan mau ngoai bién cé thé ting do nhiém ky sinh
triing; xét nghiém dém t€ bao 4i toan trong dam gy khac tuy khong doi hoi dau tw qua
nhi€u vé trang thi€t bi nhung khong dwoc 1am rong rai va bénh nhan hen thuong ho
khan ma it ho dam, do FeNO c6 thé€ thuc hién rat dé dang nhanh chéng nhung Viét
Nam chua c6 tri s6 tham khdo trén quan thé 16n, xét nghiém do Periostin chua duoc

thure hién tai Viét Nam.
e Chén doan ki€u hinh hen di Ung: do ndng d0 IgE toan phan > 30 UI/L [11], thuc hién

trac nghiém 18y da va do nOng dd IgE dac hiéu chong lai cac di nguyén duong khi
thong thuong [10]. Tai Viét Nam cac xét nghiém nay hoan toan cé thé thuc hién duoc

mOt cach don gidn, khong qua dat tién.
e Chéan doan ki€u hinh hen Th2 thap dwoc khang dinh théng qua cac tri sO té bao ai toan

trong mau, trong dam gay khac déu thdp, FeNO hoi thd ra thap.
BUUC 3. LUA CHON THUOC PIEU TRI TUONG UNG

MOt s6 thudc diéu tri hen méi di ra doi trong thoi gian gdn day va duoc co quan quan ly
dwoc phadm chap nh&n dua vao diéu tri hen, dac biét 1a hen ndng. Pa s6 cac thudc méi nay
déu dat tién lam han ché kha ning Umg dung rOng rai trén 1am sang.

Tiotropium 5 pg/ ngdy cé chi dinh cho trirtong hop hen ndng chua dap Ung véi diéu tri
ICS/LABA liéu vira va cao [4]. V& ly thuyét tiotropium s& c6 hi€u qua t6t hon cho ki€u hinh
hen nang Th2 thap [11]. K&t qua thtr nghi€m 1am sang cho thy Tiotropium cé hiéu qua trén
hen chura ki€m soat v&i ICS/LABA liéu cao ddc 1ap véi cac yéu t6 gidi, tudi, BMI, thoi gian
mac hen, tinh trang hit thudc 14, tinh trang ki€m soat hen va dot cap phai nhap vién trude do,
nhu cau dung corticoid toan than, sd lwong t€ bao &i toan trong méu, ndng dd IgE mau, co dia
di Urng, dap Ung test gian phé quan va cd tri s6 FEV, sau trac nghiém gidn phé quan [12].
Trén thuc hanh 1am sang, ching t6i khong chi dinh Tiotropium dai tra cho tit ca bénh nhan hen
ma chon lura cho truong hop hen ndng c6 tac nghén ludng khi ndng ¢ dinh do tiotropium c6
kha ning dian phé quan manh; cho trrtong hop hen nang cé  khi phé nang duwoc danh gia qua
phé than ky v&i thé tich phdi (bao gém thé tich khi can va tong dung lwong phoi), nhing
trwdng hop nay ching t6i ghi nhAn bénh nhan ci thién triéu chitng khé thé t6t hon han;
ching t6i ciing chi dinh tiotropium cho trurong hop hen néng c6 béng dang ctia COPD nhu 1a
hen di hay dang hiit thu6c 14, hen khoi phét sau 40 tudi, chitc nang phoi dap Ung kém voi trac

nghiém gian ph€ quan va phuc hoi kém véi diéu tri thong thuong.



Omalizumab li€u lwong thay d6i tiy theo ndng dd IgE méau cé chi dinh cho truong hop
hen ndng di Gmg v6i IgE toan phan > 30 UI/L chua déap Uing véi diéu tri ICS/LABA liéu cao
[13]. Omalizumab dwoc wu tién chon lua cho ki€u hinh hen di Umg ting IgE mau. Thoi gian,
liéu lwong va chi s6 danh gia hiéu qua diéu tri 13 nhitng di€m can nghién ctu thém vé thudc
nay [13]. Omalizumab di c6 mat tai thi trrong Viét Nam, nhung vi gid ca cla thubc qué cao
nén rat nhiéu bénh nhan hen nang chua thé ti€p can dwoc va do dé kinh nghiém diéu tri thuc
t€ clla bac s¥ 1am sang doi vdi thudce ndy ciing con han ché.

Meprolizumab (anti IL-5) ciing vira dwgc GINA 2016 dua vao chi dinh diéu tri hen ndng
tdng t€ bao ai toan khong dap ing diéu tri budc 4 [4]. Hai anti IL-5 khac 1a Benzalizumab va
Reslizumab ciing dang duoc dwoc phat trién cho diéu tri hen nang [9]. Dupilumab (anti IL-4),
Tralokinumab va Lebrikizumab (anti-IL 13) 1a nhitng thudc s& xudt hién trong thoi gian sap
tdi. Cac thudc anti IL 4, 5, 13 nay dwoc chon lua trong ki€u hinh hen nang Th2 cao khong dap
Ung du véi ICS/LABA liéu cao. MOt sO thudc thudc nhém anti IL nay dang duoc thir nghiém
1am sang pha 3 tai thi trtong Viét Nam, va hi vong sé duoc dua ra thi trirong trong thoi gian
toi.

KET LUAN

Hen nang chi€m ty 1€ nho trong dan s6 bénh nhan hen song lai 1a ganh nang 16n trong
di€u tri hen. Hen ndng dat ra nhiéu thach thitc trong van dé chdn doan va diéu tri cho béc s§
chuyén khoa hd hap. Ti€p cén x tri hen nang trén thuc hanh 1am sang tai Viét Nam hién tai
van chi trong dén chdn doan va xtr tri cic nguyén nhan gdy hen khong ki€m soat khac hen
nang nhw 1a hen “gid”, hen “khé diéu tri”. Ti€p c&n x tri hen ndng ding nghia 1a ca thé hoa
chén doan ki€u hinh va diéu tri phu hop theo ki€u hinh hen nang. Sy xudt hién clia cac xét
nghiém mai tai Viét Nam nhw dém t€ bao &i toan trong dam, do ndng d0 NO trong hoi thd'ra
(FeNO), dinh lwong n6ng dd IgE toan phan va dac hiéu, trac nghiém 18y da xac dinh di Umg
nguyén di gép phan gidi quyét chan doan ki€u hinh hen ndng. Tiotropium 1a mot gidi phap t6t
trong di€u tri k€t hgp trong hen nang. Thudc d6i khang IgE (Omalizumab), thu6c doi khang IL
4, 5, 13 htra hen gitp gidi quyét t6t hen nang theo ki€u hinh tuy nhién van con nhiéu thach
thitc vé mat ngudn lyc ctia bénh nhan va kinh nghiém diéu tri thuc té€ cla bac sy can phai
vurot qua trong thoi gian téi.
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