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TOM TAT

Muc tiéu: Phan tich chi phi-hiéu qua cua
Budesonide/Formoterol khi can so vGi Corticosteroid
dang h|t (ICS) lieu thap hang ngay ph0| hgp véi thuoc
dong van beta giao cam tac dung ngan (SABA) khi can
G ngudi bénh hen phé quan (HPQ) nhe tai Viét Nam.
Phuang phap nghién ciru: M6 hinh héa st dung
moé hinh Markov gbm ba trang tha| chinh: khong cé
dot cap HPQ, dot cap HPQ nang, va tu’ vong. Nghién
cGu dugc thuc hién dusi quan diém cla co quan chi
tra, khung thdi gian chay mo hinh 13 toan thdi gian
56ng vGi chu ky cta mo6 hinh la mét tuan. Hiéu qua
lam sang dugc trich xudt tu' nghién citu SYGMA 2 va
cac thong s6 V€ chi phi dugc dua trén mét nghién clru
ganh nang bénh tat tai V|et Nam va ¢d s@ dir liéu cla
Cuc Quan Iy Dugc. K&t qua mo hinh dugc biéu thi dudi
dang chi s6 chi phi-hiéu qua tang thém (ICER), két
qua phan tich d6 nhay mot chiéu va phan tich do nhay
xac suat. Két qua: Budesonide/Formoterol khi can
vuet trdi so vGi phac d6 so sanh, gilp tranh dugc 0,44
dgt cap HPQ, tiet kiém 2.632.464 VND chi phi diéu tri
va tang 0,0006 QALYs vé mat hiéu qua. Két qua phan
tich d6 nhay mot chiéu va do nhay xac suat déu
khang dinh trong da s6 trudng hgp phan tich,
Budesonide/Formoterol khi can déu dat chi phi-hiéu
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qua. K&t luan: TU quan diém cla cd quan chi tra,
Budesonide/Formoterol khi can tiét kiém chi phi va
tang hiéu qua so vai phac d6 ICS liéu thdp phdi hap
SABA khi can vé tinh chi phi-hiéu qua tai Viet Nam.

T khoa: Budesonide/Formoterol, Hen phé quan
nhe, Phan tich chi phi-hiéu qua

SUMMARY
MODELLED COST-EFFECTIVENESS
ANALYSIS OF AS-NEEDED
BUDESONIDE/FORMOTEROL IN PATIENTS
WITH MILD ASTHMA IN VIETNAM

Objectives:  Cost-effectiveness  analysis  of
Budesonide/Formoterol as needed compared with
daily low dose inhaled corticosteroids (ICS) in

combination with short-acting beta agonists as needed
(SABA) in patients with mild asthma in Vietnam.
Research methods: A probabilistic Markov cohort
model was developed including three main states:
non-exacerbation, severe exacerbation, and death.
This study was carried out from the payer perspective,
with a lifetime horizon and one-week cycle. Clinical
parameters were derived from SYGMA 2 trial and costs
were extracted from a cost-of-illness study in Vietnam
and Drug Administration of Vietnam database. Results
were expressed as an incremental cost-effectiveness
ratio (ICER), results of one-way sensitivity analysis
and probabilistic sensitivity analysis. Results: On
average, as needed Budesonide/Formoterol was
associated with VND 2,632,464 cost savings, quality-
adjusted life year (QALY) gains of 0.0006 and 0.44
exacerbations avoided versus ICS combined with as-
needed SABA. Budesonide/Formoterol thus dominated
the comparator regarding cost-effectiveness. The
results of one-way sensitivity analysis and probabilistic
sensitivity analysis confirmed the robustness of the
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basecase results. Conclusion: From the payer
perspective, Budesonide/Formoterol as needed saved
cost while increasing effectiveness relative to the low-
dose ICS combined with as-needed SABA regime in Vietnam.

Keywords: Budesonide/formoterol, Cost-
effectiveness analysis, Mild asthma.

I. DAT VAN DE

Hen phé quan (HPQ) la mét van dé y t€ toan
cau nghiém trong cd xu hudng gia tang trong
nhirng thap nién vira qua, dac biét la & cac nudc
¢ thu nhap thap va trung binh. Trén toan thé
gidi, HPQ la nguyén nhan tr vong ddng hang
th{r hai trong s6 cac bénh man tinh dudng ho
hap [1]. Tai Viét Nam, mot nghién clfu khao sat
tai 7 tinh thanh dai dién cho 7 vling sinh thai
trén ca nudc cho thdy ty 1€ mac HPQ & ngudi
trudng thanh Viét Nam la 4,1% nhung chi cé
29,1% trong s nay dugc diéu tri bang liéu phap
du phong hen [2].

HPQ cb thé gay anh hudng xau dén sic khoe,
cong viéc, kinh té gia dinh va xa hoi. Do dd, can
¢ cac bién phap diéu tri kifm soat HPQ phu hgp
nham giam thiéu tinh trang tan tat, t& vong lién
quan dén HPQ va_giam b6t ganh ndng kinh té
cho ngudi bénh. O d6i tugng ngudi bénh HPQ
nhe, mac du cac triéu ching it, viéc kém tudn
tha liéu phap duy tri thudng xuyén nhu Corticoid
lieu thap dang hit (Inhaled Corticosteroids, ICS)
lam téng nguy cd tdng bac hen va tan suat xuat
hién can hen kich phat can dugc quan tam [3].
Song song véi dd, ngudi bénh sir dung nhom
thubc dong van beta giao cam tac dung ngan
(Short-Acting Beta Agonists, SABA) khi can dé
ct con, tuy nhién SABA khéng thé phong ngira
dugc tinh trang viém dudng thd va han ché xuat
hién can hen kich phat trong tuang lai [3].

Theo khuyén cdo ctia B6 Y té€ trong chan
doan va diéu tri hen phé quan nam 2020,
Budesonide/Formoterol la thuGc uvu tién trong
kiém soat va cdt hon hen & ngudi bénh HPQ
nhe. Cac nghién clfu th&r nghiém lam sang da
cho thay d6i vd8i bénh nhan HPQ nhe,
Budesonide/Formoterol khi can cé hiéu qua lam
sang khong thua kém va mic d6 an toan tuang
duong ICS liéu thap (ngay 2 lan) phoi hgp vdi
SABA khi can (ICS+SABA) [3,4]. Do dd, nghién
ctu phan tich kinh té dugc Budesonide/
Formoterol khi can so véi phac d6 phé bién cho
diéu tri HPQ nhe s& gdp phan cung cdp bdng
chirng khoa hoc cho viéc t6i vu hoa phac do diéu
tri v& ca hiéu qua va chi phi, tir dé dem lai chat
lugng s6ng tot nhat cho doi tugng ngudi bénh
nay. Nghién ciu nay dugc thuc hién nham muc
tiéu phan tich chi phi-hiéu qua cla
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Budesonide/Formoterol khi can so véi liéu phap
ICS+SABA & ngudi bénh HPQ nhe tai Viét Nam
vGi ba muc tiéu cu thé: (i) phan tich chi phi-hiéu
qua; (i) phan tich @6 nhay mét chiéu; (iii) phan
tich do nhay xac suat.

Il. DOl TUQONG VA PHU'ONG PHAP NGHIEN CU'U

2.1. P6i tugng nghién ciru. Doi tugng
nghién clu 1a quan thé ngudi bénh HPQ gia Iap
theo tiéu chudn dau vao clia nghién clu thlr
nghiém lam sang ngau nhién cé doi chirng (RCT)
SYGMA 2: bénh nhan =12 tudi véi chan doan 1am
sang dudc ghi nhan 1a HPQ nhe [3,4]. Tudi trung
binh cla dén s6 cé qubc tich Viét Nam trong
SYGMA 2 la 38,2 (+14,7), vdi ty I€ ni 1a 55,9%.

2.2. Phuong phap nghién cfu. Nghién
clu phan tich kinh t€ dugc bdng phuong phap
md hinh héa st dung md hinh Markov phu hgp
vGi dic diém va dién tién cla bénh HPQ. Mo
hinh dugc xay dung dua trén dir liéu trich xudt
tUr nghién cu RCT da trung tdm da quoc gia
SYGMA 2, két hgp véi tham van y kién chuyén
gia. Mo hinh gobm ba trang thai chinh: khong co
dot cap HPQ, dot cdp HPQ nang va tir vong. Bgt
cap HPQ nang dugc phan loai thanh ba nhém
dua trén viéc quan ly bénh nhan trong dot cap
nang: s dung glucocorticosteroids toan than
(GCS) = 3 ngay, nhap vién cdp clitu (Emergency
room, ER), va ER + GCS (Hinh 1).

‘ Khéng cé dot cip HPQ

Dotcip HPQ l

Ning

/ N
Dot cap HPQ nang:
SUrdung GCS 23
ngay

Dot cip HPQnang:
GCS+ER

Dot cap HPQ nang:
Nhép vién (ER)

Tirvong {lién quan dén det cip HPQ)

Hinh 1. C4u tric mé hinh Markov

Ghi chu: ER: nh3p vién cdp cuu, GCS:
Glucocorticosteroids, GINA. Global Strategy for

Asthma Management and Prevention.

Dir liéu dau vao ciia moé hinh

Hiéu qua diéu tri: Nghién ciu SYGMA 2 la
thr nghiém mu do6i, ngau nhién, da trung tam
cho thdy hiéu qua cla Budesonide/Formoterol
thong qua ty lé can kich phat hang nam, thgi
gian dén can kich phat dau tién va chat lugng
cudc song [3]. Nghién clru SYGMA 2 dugdc thuc
hién tai 25 qudc gia khac nhau trong do co Viét
Nam [4]. Tai Viét Nam, nghién citu dugc thuc
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hién tai tdm bénh vién va trung tam y t€ Ién trén
ca ba mién Bac, Trung va Nam [3]. Do do, cac
thong s6 dau vao mé hinh bao gém ty 1€ dgt cap
ndng hang ndm, phan bd chién lugc kiém soat
HPQ gilta cac dgt cap, ty Ié tang bac diéu tri, va
ty I& xay ra bién cd co hai cla thudc dugc trich
xudt tr dir liéu nghién cru nay.

Chat lugng sbng cla ngudi bénh: Hé s6 chat
lugng song dudc thu thap trong nghién clu
SYGMA 2 Véi céng cu EQ-5D-5L [3,4]. Chi s6
hiéu qua vé chat lugng s6ng clia ngudi bénh sé
dudc biéu thi bdi gia tri s6 ndm s6ng tang thém
c6 diéu chinh bdi chat lugng song (QALY -
Quality-adjusted Life Year).

Chi phi thuGc: DI liéu vé chi phi thuc dugc
trich xuat tir cg s@ dir liéu vé gia thudc cla Cuc
Quan ly Dugc Viét Nam [5]. Chi phi hang ngay
dugc tinh toan tir tdng chi phi thudc va liéu
lugng dugc chi dinh s dung hang ngay cua
thubc. DU liéu vé s6 lan sir dung moi ngay cua
ting nhém diéu tri dugc 1dy tU nghién ciu
SYGMA 2 [3,4].

Chi phi truc ti€p y té: Bao gom chi phi xét
nghiém, chi phi chan doan_ hinh anh, chi phi
thudc, chi phi thu thuat — phau thudt, chi phi vat
tu, chi phi dich vu k¥ thuat, chi phi kham, chi phi
van chuyén va chi phi khac lién quan dén diéu tri
duy tri HPQ & cac trang thai khong cé dgt cap
HPQ, dgt cdp HPQ nang (v&i ba phan nhom s
dung glucocorticosteroids (GCS) toan than > 3
ngay, nhap vién cap clu (ER), ER + GCS). D{r
liéu vé chi phi truc ti€p y té dugc trich xuat tir
nghién clfu gan day vé phan tich chi phi bénh tat
cla HPQ tai Viét Nam [6]. Nghién cltu dugc thuc
hién dudi quan diém cua cd quan chi tra, ty I1&
chiét khdu 3%, thgi gian chay mé hinh la toan
thdi gian sdng cta ngudi bénh (70 ndm), vdi chu
ky ctia mo hinh la mot tuan. Chi phi cé don vi la
VND va gid tri nam 2020.

Phan tich chi phi-hiéu qua. Két qua phan
tich chi phi-hiéu qua la chi phi tang thém va hiéu
qua tang thém cua phoéi hgp Budesonide/
Formoterol so v&i phac d6 so sanh (ICS+SABA).
TU d6, chi sO chi phi-hiéu qua tang thém ICER
(Incremental cost-effectiveness ratio) dugc tinh
toan. Chi s6 ICER — chi sO cho biét chi phi gia
tang trén moét don vi hiéu qua gia tang dudc udc
tinh theo cong thirc:

Chi phiﬁudasouida [Formoterol ~ Chi p'IIiIES,“SAEA

HI?“ quaﬁ'udﬂsmaidﬂ.-’Fm'm::-rsrol - HI?H ‘i’“’-"'fr:s;maﬂ

Trong do. ICS+SABA: Corticosteroids dang hit
liu thap (ngay 2 lan) phoi hgp vai SABA khi can.

Phan tich do nhay. Nghién clru s dung
phuagng phap phan tich d6 nhay moét chiéu va
phan tich d0 nhay xac suat. Phan tich d6 nhay
mot chiéu danh gia tac dong clua tirng bién s6
dén chi so chi phi-hiéu qua ICER. Dua trén phan
tich nay, biéu dd Tornado dudc thiét 1ap dé md
td mdc db tac dong cla cac bién sb Ién gid tri
ICER. Cac bién s chinh du ki€én anh hudng dén
chi phi-hiéu qua cia mod hinh so véi ICS+SABA
la: ty |é dot cdp HPQ nang hang nam, chi phi dot
cap HPQ, chi phi trang thai khong co dgt cap
HPQ hang nam, liéu dung ICS, hé s chat lugng
sOng cla ngudi bénh co dgt cap HPQ, ty |é chiét
khau va tudi dau vao ctia mé hinh.

Phan tich do nhay xac suat (PSA) danh gia
tac dong dong thgi cla nhiéu bién sG dén chi
phi-hiéu qua cta m6 hinh. Trong phuong phap
phan tich d6 nhay xac suat PSA, moi bi€én s6 dau
vao cta mo hinh déu cé mot mirc do bat dinh
nhat dinh va dugc moé ta théng qua moét phan
phoi xac suat. Nghién cltu sif dung 3000 vong
ldp Monte Carlo d€ ghi nhén cac cdp gia tri chi
phi va hiéu qua khac nhau. Két qua sé dugc trinh
bay théng qua gia tri uSc lugng diém ICER kém
theo khoang tin cdy 95%, dudng cong chap
nhén chi phi-hiéu qua va mat phang chi phi-hiéu
qua vG@i dam may udc lugng chi s6 ICER.

INl. KET QUA NGHIEN cUU

3.1. Phan tich chi phi-hiéu qua. Dua theo
quan diém cla cd quan chi tra, phan tich chi phi-
hiéu qua cta Budesonide/Formoterol khi can so vdi
phac do ICS+SABA dugc trinh bay & bang 3.1

Téng s6 QALYs va chi phi cia Budesonide/
Formoterol va phac d6 so sanh lan luct la
21,0311 QALYs va 21,0305 QALYs; 23.399.634
VND va 26.032.098 VND. So vdi phac do so
sanh, Budesonide/Formoterol khi can mang lai
hiéu qua tang thém la 0,0006 QALYs [KTC 95%:-
0,0011 dén 0,0023] dong thai lam giam chi phi
diéu tri 2.632.464 VND [KTC 95%: -12.511.485
dén 7.716.163]. So sanh tinh chi phi-hiéu qua,
Budesonide/Formoterol khi can vugt tr0i so vdi
phac d6 ICS+SABA . Phan tich nén ciing cho thay
trong sudt vong ddi clia nguGi bénh, s6 dot cdp
HPQ ndng khi sir dung Budesonide/ Formoterol
khi can la 4,80 so vGi 5,24 dgt cla phac do so
sanh. Nhu vay Budesonide/ Formoterol khi can
giuip tranh dugc 0,44 dot cap HPQ ndng.

239



VIETNAM MEDICAL JOURNAL N°2 - JULY - 2021

Bang 3.1. Két qua phan tich chi phi-hiéu qua

| Budesonide/Formoterol | ICS+SABA | Chénh Iéch [KTC 95%]

Chi phi (VND)

Chi phi thuoc* 21.954.585 24.015.297
Chi phi lién quan dén dgt
cip HPQ 1.445.049 2.016.802
Téng cong 23.399.634 26.032.098 2'63‘,2é:5;‘[7'11§f’61§]'485
QALYs
DBgt cap HPQ nang 0,0384 0,0418
Khéng co dat cap HPQ nang 20,9927 20,9887
o n 0,0006
ICER Vuot troi

Ch thich: *Chi phi thudc Symbicort® Turbuhaler® 160/4,5 mcg (60 liéu) dudc st dung dé tinh chi
phi thudc Budesonide/Formoterol. Chi phi thudc Flixotide® Evohaler® 125 mcg (120 liéu) va
Ventolin® Inhaler 100mcg (200 liéu) dugc st dung dé tinh chi phi thudc ICS+SABA.

3.2. Phan tich d6 nhay mot chiéu. Phan
tich d0 nhay mot chiéu cho thay cac bién sd co
anh huéng nhiéu nhat dén gia tri ICER la ty |é
dot cdp HPQ nang hang nam, ty Ié chiét khau
(cho chi phi va hiéu qud), va hé s6 chat lugng
song clia dgt cap HPQ nang. Trong hau hét cac
trudng hgp cla phan tich d6 nhay mot chiéu, gia
tri ICER cla Budesonide/Formoterol vugt troi
hon so vdi phac d6 so sanh, ngoai trir truGng
hgp thay déi ty Ié dot cAp HPQ ndng hang ndm
(ting s6 dot cdp HPQ nang do6i Vvdi
Budesonide/Formoterol hodc giam so dot cap
HPQ nang db6i véi phac do6 so sanh) (Hinh 2).

Ty 18 dgt cip HPQ ning bing nim - Budesoside formoteral (=/-20%)

10000 5000 0 5000
BV: Trigu VND
ICER vGigid tricac W ICER voi gid tri thip

Hinh 2. Biéu dé Tornado — Phén tich dé
nhay mét chiéu

Chu thich: Gia tri cua ting bién s6 dudc
bi€n thién trong khoang +20% so vdi phan tich
chi phi-hiéu qua & budc trén. ER: nhap vién cap
ctu, HPQ: hen phé quan, ICS+SABA:
Corticosteroids dang hit liéu thap (ngay 2 lan)
phdi hgp vdi SABA khi can, GCS: Glucocorticosteroid.

3.3. Phan tich do nhay xac suat.

Két qua phan tich d6 nhay xac suat PSA s
dung phudng phap Monte-Carlo véi 3.000 vong
I3p va dugc trinh bay trong Hinh 3 va Hinh 4. Két
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qua trén mat phang chi phi-hiéu qua cla
Budesonide/Formoterol khi can so vGi ICS+SABA
cho thay trong da s6 trudng hdp, Budesonide/
Formoterol khi can déu vugt tréi so véi phac do
so sanh vé tinh chi phi-hiéu qua (Hinh 3).

20 Chi phi tang thém
Do vi: Triéu VND

Hinh 3. Mat phang chi phi-hiéu qua cua
Budesonide/Formoterol khi cin vs. ICS liéu
thap bid+SABA

Ngudng chi tra (WTP)

wwwww

e (an)
—— €5 ligu th3p bid

Hinh 4. Bu’o’ng cang chap nhan chl phl-hleu
qua cua Budesomde/FormoteroI khi cin so
voi ICS+SABA

VGi ngudng chi tra dugc dé xuat bsi WHO la
3 lan gia tri thu nhdp binh quan dau ngudi cho
mot QALY tang thém, tuong duong 187,7
tri€u/QALY tang thém tai Viét Nam (Ngudn: GDP
binh quan dau ngudi ndm 2019, Téng cuc Théng
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ké), Budesonide/Formoterol khi can cé xac suat
dat chi phi-hiéu qua trén 70% (Hinh 4).

IV. BAN LUAN

Nghién clru thuc hién phan tich chi phi-hiéu
qua cua Budesonide/Formoterol khi can so vdi
ICS+SABA d6i vGi bénh nhan HPQ nhe tai Viét
Nam. Két qua cho thdy Budesonide/Formoterol
khi can vugt troi so véi phac dé so sanh, gilp
tranh dugc 0,44 dgt cap HPQ nang, giam chi phi
(2.632.464VND) va tang hiéu qua (0,0006
QALYs). Két qua phan tich d6 nhay mot chiéu va
dd nhay xac sudt déu khang dinh trong da s6
truGng hdp phan tich, Budesonide/Formoterol khi
can déu dat chi phi-hiéu qua. V&i nguGng chi tra
dugc dé xuat bdi WHO la 3 [an gia tri thu nhap
binh quan dau ngudi cho mot QALY tang thém,
Budesonide/Formoterol khi can cd xac suat dat
chi phi-hiéu qua la trén 70%.

Két qua nay tuong tu vdi cac nghién clu
phan tich kinh t& dugc khac trén thé gidi. Cu thé,
trong moét nghién cdu nam 2020 tai Anh,
Budesonide/Formoterol khi can gilp tiét kiém chi
phi la 293 bang Anh trén mot bénh nhéan va tang
thém 0,001 QALYs so vGi phac do ICS+SABA
[7]. TU quan diém cd quan chi trd tai Anh vdi
ngudng chi trd 20.000 bang Anh/QALY,
Budesonide/Formoterol khi can dugc cho la dat
chi phi-hiéu qua. Tuong tu, nghién clru tai Ha
Lan (2009) cho thdy nhém ngudi bénh st dung
Budesonide/Formoterol gilp tiét kiém 134,8 Euro
[KTC 95%: 44,9 dén 439,5] so vGi nhom s
dung ICS+SABA [8]. Trong do, chi phi thudc tiét
kiém dugc 36,1 Euro [KTC 95%: 70,8 dén 161,1]
va chi phi cho dgt cap HPQ tiét kiém dugc 73,9
Euro [KTC 95%: 5,2 dén 219,2] cho moi bénh
nhan & nhom Budesonide/Formoterol so vGi phac
do so sanh.

Mot trong nhitng vdn dé quan trong trong
thuc té Iam sang diéu tri HPQ tai Viét Nam ciing
nhu cac nudc khac trén thé gidi la mdc tuan thu
diéu tri cia ngudi bénh. Cac udc lugng ciia mo
hinh nghién clfu dua trén gia dinh mirc do tuan
thu clia cac phac d6 la nhu nhau. Do do trong
thuc t& diéu tri, udc lugng gid tri ICER cd thé
thay d6i theo hudng t6t hon cho
Budesonide/Formoterol.

Nghién cfu nay dugc thuc hién dua trén di
liu Iam sang tur nghién clru SYGMA 2 [3,4], mot
nghién clu RCT da trung tam da quoc gia trong
dé cé bao gobm nhém dén s6 la ngeri Viét Nam.
Viéc xdy dung dan s6 dau vao cua mé hinh dya
trén dic diém dich t& bénh dan s6 Viét Nam
trong SYGMA 2 da gop phan tdng tinh sat thuc

cla két qua mé hinh véi thuc t€ diéu tri HPQ tai
Viét Nam.

V. KET LUAN

TU quan diém cla cd quan chi tra,
Budesonide/Formoterol khi can gitp gidam chi phi
va tang chat lugng s6ng clia ngudi bénh so vdi
phac d6 ICS liéu thap (ngay hai lan) phoi hop véi
SABA khi can tai Viét Nam. S0 dung
Budesonide/Formoterol khi can mang lai Igi ich
vé giam thi€u chi phi va ndng cao chat lugng
s6ng d6i nguGi bénh HPQ nhe.

LO1 CAM ON

Nghién clru dugdc thuc hién véi su tai trg cua
Cong ty TNHH AstraZeneca Viét Nam. Moi quan
diém, két qua nghién cltu dugc trinh bay & day
la cia nhém nghién cu, doc 1ap véi Cong ty
TNHH AstraZeneca Viét Nam.
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