TAP CHIi NGHIEN CPU Y HOC

PHAN TiCH CHI PHi-HIEU QUA CUA CAC THUOC EGFR-TKI
TRONG DPIEU TRI UNG THW PHOI KHONG TE BAO NHO
CO bOT BIEN EGFR

Nguyén Van Chinh", Tran Thi Thanh Hwong'2, Pham Huy Tuan Kiét'
"Trrong Pai hoc Y Ha Noi
2Bénh vién K

Phén tich chi phi-hiéu qué (CPHQ) cta céc thubc tric ché Tyrosine Kinase (EGFR-TKI) trong diéu tri buéc
1 ung thw phéi khéng té bao nhé giai doan IV cé dét bién EGFR duong tinh. Mé hinh séng sét phan ving
(PSM) két hop véi cdy quyét dinh duoc st dung dé wéc tinh chi phi, hiéu qué (QALY) va chi s6 ICER cua
céc thuéc EGFR-TKI. Phén tich do nhay mét chiéu (DSA) va xac suét (PSA) duoc thuc hién dé dénh gia tinh
vitng chéc cta mé hinh. Téng chi phi (da chiét khau) cua Erlotinib, Gefitinib, Afatinib, Osimertinib cho trang
thai PFS Ién luot la 190,0; 216,8; 420,3; 910,7 triéu VND; tuong (g véi 0,82; 0,85; 1,04; 1,41 QALY trén méi
nguoi bénh. Gefitinib bj loai do théng tri mé réng. So véi Erlotinib, chi sé ICER cia Afatinib la 1,05 ty VNB/
QALY va Osimertinib Ia 1,22 ty VNB/QALY. Phan tich PSA cho thay tai nguéng sén sang chi trd (WTP: 305,7
trieu VNB/QALY), Erlotinib c6 xac suét dat CPHQ cao nhét (89,85%), Afatinib (10,15%), Osimertinib la 0%.
Pé dat CPHQ, Osimertinib can giam gié t6i thiéu 70%. Erlotinib Ia lwa chon téi uvu vé CPHQ tai nguéng WTP
hién tai. Thubc thé hé méi (Osimertinib) cén chién luoc gidm gia dé tang kha nang tiép can cho ngudi bénh.

T khoa: Chi phi-hiéu qua, ung thw phéi khong té bao nhé, EGFR-TKI, dét bién EGFR.

. DAT VAN BE

Ung thw phéi (UTP) Ia ganh nang y té hang
dau voéi ty & t& vong cao nhat trong céac loai
ung thw trén thé gisi." Tai Viét Nam, UTP dirng
th( hai vé ty 18 tr vong sau ung thw gan (2022),
trong d6 UTPKTBN chiém da sb v&i 80 - 85%.2
DPang cha y, dot bién EGFR chiém ty & cao
nhét (43,5%), nhung c6 dén 88,6% nguoi bénh
dwoc phat hién khi da & giai doan V.3

Déi v&i nhdm dbi twong nay, liéu phap nhdm
trang dich bang cac thubc (e ché tyrosine
kinase (EGFR-TKI) da chirng minh dwgc wu
thé vuot trdi vé thoi gian sbng thém bénh
khong tién trién (PFS) va séng thém toan bo
(OS) so v&i hoa tri truyén théng.* Tuy nhién,
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két qua CPHQ cla cac thubc EGFR-TKI lai rat
khac nhau tuy thudc vao bdi canh va hé thdng
y t& cla trng quéc gia. Chang han, trong khi
Gefitinib dwgrc ghi nhan dat CPHQ tai Trung
Québc va Tay Ban Nha, hay Afatinib tai Ha Lan,
thi Osimertinib du s& hru hiéu qua lam sang
vuot trdi nhung mire gia qua cao van la rao can
I&n khién thuéc chwa dat chi phi-hiéu qua.>7
Tai Viét Nam, hién chwa ghi nhan nghién
cu nao thuc hién phan tich CPHQ dbéng thoi
ca bén thubc EGFR-TKI dwa trén quan diém xa
hoi. Trén thwe té, du Osimertinib da chrng minh
duwoc kha nang vwot trdi vé hiéu qua 1am sang
nhung van chwa ndm trong danh muc Bao
hiém y t& (BHYT) theo Théng tw sé 20/2022/
TT-BYT, dan t&i kha nang tiép can thubc cua
nguwdi bénh UTPKTBN con han ché. Thém vao
do, theo Thong tw sb 37/2024/TT-BYT, két qua
danh gia cong nghé y té (HTA) gilp cung cép
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béng chirng khoa hoc tién quyét dé xem xét
phé duyét danh muc va diéu chinh ty I& chi tra
BHYT. Do do, nghién clru nay dwoc thyc hién
nham béd sung béng chirng vé CPHQ clia cac
thu6c EGFR-TKI, hé tro cac nha hoach dinh
chinh sach ra quyét dinh chi trda BHYT phu hop,
tr d6 gia tdng co hoi tiép can thubc tdi wu cho
ngudi bénh.

Il. DOl TWVQNG VA PHUONG PHAP
1. Déi twong

Nghién clru dwoc thwc hién trén nhom
ngudi bénh UTPKTBN giai doan 1V, c6 dot bién
EGFR dwong tinh (xac dinh qua ky thuat Real-
time PCR), dang dwoc diéu tri ngoai tri buéc
mot bang thudc EGFR-TKI tai Bénh vién K co
s& Tan Triéu trong thdi gian tlr thang 10/2022
dén thang 12/2023.

Tiéu chuén Iwa chon: Nguwdi bénh du 18
tudi trér 1én, dwoc chan doan xac dinh UTPKTBN
bang md bénh hoc, dang dwoc diéu tri bang mot
trong cac thubc EGFR-TKI (Erlotinib, Gefitinib,
Afatinib, Osimertinib) & trang thai séng thém
khong tién trién (PFS) va dbng y tw nguyén
tham gia nghién ctru bang van ban. D& phuc
vu muc tiéu wéc tinh chi phi va diém tién ich,
ngudi bénh duwoc chon phai cé day di hd so
bénh an, héa don va bang ké chi phi tai bénh
vién, ddng thdi cé du strc khde va su tinh tao dé
cung cap chinh xac cac théng tin vé chi phi truc
tiép (CPTT) ngoai y té, chi phi gian tiép va hoan
thanh bd cau hoéi EQ-5D-5L théng qua phong
véan truc tiép. Trong qué trinh thu thap di liéu,
ngudi cham séc doéng vai trd hé tro cung cép,
bd sung va xac nhan théng tin vé CPTT ngoai
y t& (&n ubng, di lai, lwu trd) va chi phi gian tiép
(thoi gian védng mat tai noi lam viéc, gidam néng
suat lao déng) dé han ché sai sé nhé lai va dam
bao tinh chinh xac cho di¥ liéu.

Tiéu chuan loai tree: Cac trudng hop mac
cac bénh cap tinh ndng, réi loan than kinh/tam

than, bénh tién trién (PD) ho&c dang duoc diéu
tri buwdc 2 hodc 3 tré di.
2. Phwong phap

Thiét ké nghién ciru: cit ngang.

C& mau va phwong phap chon méu

C& méu: Puoc xac dinh dwa trén hai bién
lién tuc chinh la chi phi va diém tién ich theo
cbng thirc wée tinh cho mét gia tri trung binh:
_ 52 0
n=2Zia2 2

Vi do tin cay 95% (Z, ,, = 1,96), cac gia tri
khac dwoc xac dinh nhw sau:

Tinh theo chi phi: Dya trén nghién ctru
cla Xin Zhang va cong sy (2017), v&i p =
81.077.689,19 VND/thang va o = 80.057.085,44
VNDB/thang (Pa duoc quy ddi theo Théng bao
sd 5720/TB-KBNN clia Kho bac Nha nwéc,
ngay 30/11/2017, 1 USD = 22.451 VND).2 V¢&i
sai sb £ = 0,116, c& mau can thiét la n = 278,35
nguwdi bénh.

Tinh theo diém tién ich: Dwa trén nghién
ctu clia Jeshika Singh va cong sy (2022), voi
u=0,79 va o =0,20.° Vé&i sai s6 £ = 0,0298, c&
mau can thiét [a n = 277,26 nguoi bénh.

LAy gia tri I&n nhat va cong thém 10% dw
phong sai sét, c& mau téi thiéu la 306. Thuc té,
nghién ctru da thu thép dwgc 310 ngudi bénh
thda man cac tiéu chi lwa chon.

Chon méu: St dung phuong phap lay mau
thuén tién. Toan bd ngwoi bénh dap ng cac
tiéu chi lwa chon dén tai kham hang thang tai
Khoa NG&i 1 va Néi 2, Bénh vién K tv thang
10/2022 dén thang 12/2023 dwoc moi tham gia
nghién ctru.

Céu truc mé hinh: St dung thiét ké mé hinh
héa dwa trén sw két hop gitra cay quyét dinh va
md hinh séng sét phan vang (PSM). Mi nhanh
clia cay quyét dinh gén véi mot thudc EGFR-
TKI; trong dd, két qua tir mé hinh PSM véi cac
trang thai strc khde: (1) Séng thém khong tién
trién (PFS), (2) bénh tién trién (PD) va (3) t&r
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vong (Death) dwoc stv dung dé so sanh chi sb
ICER gilra cac thudc EGFR-TKI. Nghién ctu
ap dung khung thoi gian tron doi véi chu ky 30

UTPKTBN Erlotinib
c6 EGFR
dwong tinh Gefitinib
Afatinib
Osimertinib

0000

ngay (mot dot didu tri). Ty 1é chiét khu 3%/nam
duwoc ap dung cho ca chi phi va hiéu qua dé
quy ddi vé gia tri hién tai (2023).

Hinh 1. C4u trac mé hinh cay quyét dinh két hop PSM trong phan tich CPHQ
cua cac thuéc EGFR-TKI

Tham s6 dau vao ctia mé hinh

Tham sb séng con va quy trinh xt ly di# liéu

Hiéu qua lam sang cua cac thubc EGFR-
TKI dwoc téng hop tr 03 th& nghiém lam
sang ngau nhién c6 dbi chirng (RCT) ban Ié:
CTONGO0901, LUX-Lung 7 va FLAURA.'%2
Trong d6, thtr nghiém FLAURA duwogc chon lam
div liéu gbc do co déc diém twong ddng nhét
véi quan thé nghién ctvu (vé ty 1&é ngudi Chau
A, giai doan bénh, loai dot bién).”? Theo do,
duwéng cong Kaplan—Meier vé ty 1& nguoi bénh
sbng thém khoéng tién trién (PFS) cla nhanh
Gefitinib/Erlotinib tir thdr nghiém nay dwoc s
dung lam co s& dé ngoai suy di¥ liéu. Quy trinh
xt ly di¥ liéu va xay dung cac dwéorng cong séng
con trong mé hinh PSM dugc thye hién qua ba
giai doan:

(1) Tai tao d@ liéu: Tién hanh sb héa duwdng
cong PFS bang phan mém WebPlotDigitizer,
sau do tng dung thuat toan Guyot dé tai tao
di¥ liéu ca nhan (IPD) cho nhanh tham chiéu
Gefitinib/Erlotinib.

(2) Lwa chon ham phan phéi: D& ngoai suy
div liéu tron d&i, viéc lwa chon ham phan phbi
duwoc thuc hién dwa trén hai tiéu chi théng ké
la: Tiéu chi Thong tin Akaike (AIC) va Tiéu chi
Théng tin Bayes (BIC), v&i nguyén tac gia tri

cang thap thi dd phu hop véi div liéu thuc té
cang cao. Két hop v&i danh gia tinh hop ly vé
mat lam sang, ham Weibull da dwoc lwa chon
la ham phan phéi téi wu cho ca hai dwdng cong
sbng con (PFS va 0S).713

(3) Ngoai suy di¥ liéu: Thyc hién phan tich
gop mang luvéi (NMA) dé ngoai suy cac théng
s6 sbng con t» nhanh Gefitinib/Erlotinib cho
céac thubc Afatinib va Osimertinib dwa trén ty sé
nguy co (HR) twong tng tlr cac RCT.™

Udc tinh ty 1é nguwoi bénh & tirng trang thai
strc khée trong mé hinh PSM

Tai mdi chu ky t, ty 1& ngwdi bénh & ting
trang thai strc khde dwoc xac dinh tryc tiép tir
dién tich (S) duéi dwdng cong sbéng con voi
tbng bang 17:

+ Trang thai PFS: S__((t).

+ Trang thai PD: S_(t) = S_(t) - S,s(1).

+ Trang thai t&r vong: S, | (t) =1 - S4(t).”

Tham s0 chi phi: Dwa trén quan diém xa héi,
bao gébm: CPTT choy té (thubéc EGFR-TKI, dich
vu y té khac), CPTT ngoai y té va chi phi gian
tiép.

Tham s6 hiéu qua: Tinh bang sb nam séng
diéu chinh theo chat lwong (QALY). Diém tién
ich cho trang thai PFS dwgc wdc tinh thong
qua bd cong cu EQ-5D-5L d& chuan hoa tai
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Viét Nam. D liéu vé chi phi va diém tién ich
duwoc thu thap théng qua phéng van truc tiép
310 nguwdi bénh tai Bé€nh vién K trong thoi gian
nghién ctru.

Cdc gia dinh cida mé hinh

M6 hinh PSM duwgc xay dwng dwa trén cac
gid dinh sau: (1) Quan thé nghién ctru c6 dac
diém nhan khau hoc va hiéu quéd lam sang
twong déng vai cac RCT gbc; (2) Gisi han tubi
tdi da 1a 100 tudi nham phan anh hiéu qua tron
doi cha cac thuébc EGFR-TKI; (3) Chi phi va
diém tién ich 1a hang dinh tai méi chu ky twong
rng voi tirng trang thai strc khée (PFS va PD);
(4) Cac dwdrng cong sdng con (PFS va OS) md
phdng chinh xac dién bién tw nhién cta bénh ly
trong toan bd khung thoi gian nghién ciu; (5)
Nguwoi bénh duy tri diéu tri lién tuc véi sy tuan
tha tuyét dbi cho dén khi xac dinh tinh trang
bénh tién trién hodc ghi nhan ddc tinh bat budc
phai dirng diéu tri, twvong tw diéu kién kiém soat
chét ché clia cac RCT géc.

Phaén tich va xt ly sé liéu

D liéu dwoc xt ly va phan tich trén Excel
2019, SPSS 26.0 va R 4.5.1.

Phan tich chi phi-hiéu qua: Ty sb chi phi-
hiéu qua gia tdng (ICER) gitra cac thuéc EGFR-
TKI dwoc so sanh véi ngwdng sén sang chi tra
(WTP) Ia 305,7 triéu dong/QALY (3 lan GDP

TAP CHI NGHIEN ClPU Y HOC

binh quan dau ngwdi ndm 2023 ctia Tong cuc
Théng ké).

Phan tich tinh bat dinh: Kiém dinh tinh virng
chéc cla két qua qua phan tich d& nhay mot
chiéu (DSA — Biéu db 16¢ xody) va phan tich do
nhay xac suét (PSA — M6 phéng Monte Carlo
1.000 lan) dé xac lap dwong cong chédp nhan
chi phi-hiéu qua (CEAC) gitra cac thuéc EGFR-
TKI.

3. bao dirc nghién ctru

Nghién ctru tuan thi cac nguyén tac dao dirc
trong y sinh va da dwoc phé duyét béi Hoi dong
Dao dwc trong Nghién ctru Y sinh - Trwdng
Dai hoc Y Ha Noi (Gidy chirng nhan sb: 666
ngay 30/08/2022) va 974/GCN-HDDDNCYSH-
DHYHN ngay 06/08/2023. B6 cau héi EQ-5D-
5L da dwoc T chirc EuroQol Group phé duyét
ban quyén. Moi théng tin clia nguwdi bénh dwoc
bao mat va chi sir dung cho nghién ctru.

ll. KET QUA

Trong téng s6 310 ngwdi bénh UTPKTBN,
ty & st dung thubc EGFR-TKI thé hé 1 chiém
da sb v&i 198 ngudi bénh (63,9%), bao gdm
Erlotinib: 80 (25,8%) va Gefitinib: 118 (38,1%).
Ty 1& ngwodi bénh st dung thubc thé hé 2
(Afatinib) va thé hé 3 (Osimertinib) 1an lwot 12
69 (22,2%) va 43 (13,9%).

Bang 1. Két qua phan tich chi phi-hiéu qua cta cac thuéc EGFR-TKI

] R .. Tén i
Thuoc EGFR-  Tong chi phi QAL3 AChi phi AQALY ICER?
TKI VND VND ALY VND/QALY
(VND)  oaLy) (VND) (QALY)  (VNDIQALY)
Erlotinib 190.014.609 0,82 - - -
. Bi thdng tri
Gefitinib 216.808.119 0,85 26.793.510 0,03 oA
mé& réng
Afatinib 420.349.284 1,04 230.334.675 0,22 1.052.407.300
Osimertinib 910.739.825 1,41 720.725.216 0,59 1.221.188.864

a|CER duworc tinh toan so véi thubc nén Erlotinib; *ICER

VND/QALY < 1.149.904.562 VND/QALY)

< ICERGefitinib/Er/otinib (1 -040.790.903

Afatinib/Gefitinib
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Két qua tai Bang 1 cho thay chi phi va hiéu
qud (QALY) gia tdng thuan chiéu theo tirng
thé hé thuéc EGFR-TKI. Trong d6, Osimertinib
mang lai hiéu qua vuot tréi nhat (1,41 QALY),
cao gap 1,7 1an so v&i Erlotinib nhwng ciing di
kém v&i mire chi phi Ién nhét (cao gap gan 4,8
lan). Gefitinib bi loai theo nguyén téc thdng tri
mé& rong, tai ngwdng WTP (305,7 triéu VND/
QALY), Erlotinib Ia Ia chon duy nhat dat CPHQ.
Céc thubc thé hé mai (Afatinib, Osimertinib) du
cai thién dang ké loi ich 1am sang (tdng thém
0,22 dén 0,59 QALY) nhung déu co ICER vuot
ngwdng WTP tir 3,4 dén 4,0 1an.

Két qua DSA (Hinh 2) cho thdy diém tién

ich 1a tham sé tac dong I&n nhat dén chi
sb6 ICER. Khi cac tham sb bién thién, gia tri
ICER clia Afatinib so v&i Erlotinib dao déng tw
918.829.246 dén 1.241.684.745 VND/QALY va
ICER cua Osimertinib so v&i Erlotinib dao dong
tr 1.137.321.244 dén 1.325.460.637 VND/
QALY. Céac tham sé khac nhw chi phi thubc
EGFR-TKI, chi phi gian tiép c6 anh hwéng thap
hon, trong khi ty 1& chiét khau tac dong khong
dang ké. Tuy nhién, toan bd pham vi bién dong
cta ICER trong cac kich ban déu cao hon dang
ké so v&i ngudng WTP. Biéu nay khéng dinh
két qua c6 tinh virtng chéc cao trwdc sw bién
thién ctia cac tham s dau vao.

Biéu do Tornado DSA: Afatinib vs Erlotinib
ICER nén: 1.052.407.300 VNB/QALY

Diémtién ich (A) -133.578.054 | | 189.277.445
Piém tién ich (E) -95.288.396 | ] 118.321.753
CP thudc EGFR-TKI (E) -94.119.412 | | 91.331.656
. Chi phi gian tiép (A) -46.091.444 | s2783.998
@ Chiphi gian tiép (E) 1632116 [ | 36.886.362
E CP dichwuyté khac (4) 40505556 [ |0 40.505.669
{E CP dichvuyté khac (E) -30.337.129 [[_|__| 30.337.185
CPTT ngoai y té (A) 7918049 [J] 8353252
CPTT ngoai y té (E) 5313.804 [|] 6.139.183
CP thudc EGFR-TKI (A) 4704970 []] s.033.523
T 1€ Chiét khau 56
-200.000.000 -100.000.000 0 100.000.000 200.000.000

Thay déi ICER (VND/QALY) so v&i ICER nén
Gigi han [] Gi6ihan dusi [ | Gigihantrén

Piémtién ich (0)
Diém tién ich (E)
Chi phi gian tiép (O)
o CPthubcEGFR-TKI (E)
0 CP dichvu y té khac (0)
E  chiphigiantiép (E)
£ CPdichvuyté khic (E)
CP thubc EGFR-TKI (0)
CPTT ngoai y té (0)

CPTT ngoaiy té (E)

Ty 16 Chiét khau

Biéu do 1. Biéu dé Tornado phan tich dd nhay mét chiéu cua Afatinib (A) va Osimertinib (O)

Biéu db Tornado DSA: Osimertinib vs Erlotinib
ICER nén: 1.221.188.864 VND/QALY

-83.867.620 | | 104.271.773

-43.481.353 [ ] 47552069
32934773 [ ] 35807338
-34.903.438 33.869.554

21910110 | 21.910.084
-15.433.960 [ ] 13678.968
-11.250.307 []_] 11.250.260

-9.761.176 [_|] 10.335.924
5.365.491 [[] s.837.658
2341456 [[] 2276631
13

-100.000.000 0 100.000.000
Thay dbi ICER (VND/QALY) so véi ICER nén

Gioi han [ Giihan ausi [ ] Giinhantrén

so v&i Erlotinib (E)
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Két qua phan tich dd nhay PSA qua 1.000
lan moé phdng Monte Carlo qua duwéng cong
CEAC (Biéu db 2) minh hoa ré nét sy thay
déi xac suat dat CPHQ cua cac thudc EGFR-
TKI theo cac ngwdng WTP khac nhau. Tai
ngudng WTP hién tai, Erlotinib 1a Iwa chon

tdi wu v&i xac suét dat CPHQ & murc 89,85%.
Xéac suét dat CPHQ cla Osimertinib bat dau
tdng dan khi ngwdng WTP mé& réng va chi tré
thanh lwa chon wu tién (xac suat > 50%) khi
ngwdng WTP vwot mbec 1.519.573.616 VND/
QALY.

Pwéng cong chap nhan chi phi-hiéu qua

100%

75%

50%

g WTP.(305,7 trigu VND/QALY) _

Xac suat dat chi phi-hiéu qua

won

— Ngu

25%

0%
0Ty VND 1Ty VND 2Ty VND

3Ty VND 4Ty VND 5Ty VND

Ngwéng san sang chi tra (WTP, VND/QALY)
Thudc EGFR-TKI: - Afatinib (A) 2 Erlotinib (E) @ Osimertinib (O)

Biéu doé 2. Pwong cong CEAC cua cac thuéc EGFR-TKI

Osimertinib 1a thuéc duy nhat cé xac suét
dat CPHQ t6i wu (> 50%) khi ngwéng WTP
tang 1&én trén 1.519.573.616 VND/QALY. Két

qua (Bang 2) cho thay tai mic WTP hién tai,
ICER cuia Osimertinib cao gép 4,0 1an nguwéng
WTP.

Bang 2. Kich ban giam gia thuéc Osimertinib

Mdrc giam gia ICER ... cinib/Eriotinib Ngwong WTP K&t Iuan
Osimertinib (VND/QALY) (VND/QALY) )
0% 1.221.188.864 305.700.000 Khéng dat CPHQ
50% 540.514.029 305.700.000 Khéng dat CPHQ
60% 404.379.062 305.700.000 Khéng dat CPHQ
65% 336.311.578 305.700.000 Khéng dat CPHQ
70% 268.244.095 305.700.000 Dat CPHQ
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Osimertinib khéong dat CPHQ ngay céa khi
giam gia 50% hoac 65%. Chi khi mirc giam gia
dat tbi thidu 70%, chi sb ICER méi gidm xuéng
dwoi ngudng WTP (dat 268.244.095 VND/
QALY). Két qua nay goi y rang mét chinh sach
gidm gia sau hodc co ché dam phan gia 1a can
thiét dé ting kha nang tiép can thubc cho nguoi
bénh.

IV. BAN LUAN

Két qua nghién ciru cho thdy mc do gia
tang chi phi va hiéu qua ty & thuan véi tirng
thé hé thuéc EGFR-TKI. Cu thé, so v&i thubc
nén Erlotinib, Afatinib giup gia tang thém 0,22
QALY va Osimertinib 1a 0,59 QALY. Tuy nhién,
sw cai thién vé mat hiéu qua di kém véi ganh
nang tai chinh rat Ion, thé hién qua chi sb ICER
twong wng la 1.052.407.300 VND/QALY va
1.221.188.864 VND/QALY. Két quéd nay phan
anh rd nét sy danh déi gitra loi ich 1am sang
va chi phi gia tdng qua cac thé hé thuéc maoi.
DPéi chiéu véi nguwdng WTP clha Viét Nam
(305.700.000 VNB/QALY), Erlotinib 1a thubc
EGFR-TKI duy nh4t dat CPHQ trong sb bén
thuéc dwoc phan tich.

Mac du, Gefitinib cho thdy hiéu qua tét,
nhwng nghién ctru ghi nhan thubc nay bi théng
tri m& réng béi Afatinib va bi loai khaoi cac kich
ban so sanh tiép theo. Dang chu y, chi sb ICER
cta cac thubc thé hé 2 (Afatinib) va thé hé 3
(Osimertinib) déu vwot xa ngwéng WTP tai
Viét Nam. Két qua nay c6 s khac biét so vdi
nghién ctru clia Marscha S. Holleman va cong
sy (2020) tai Ha Lan, noi Afatinib dat CPHQ
nhd quéc gia nay ap dung ngwdng WTP cao
hon (80.000 EUR/QALY).” Sw khac biét nay bat
ngudn tir sy chénh léch GDP tai méi qubc gia,
khién ngwéng WTP ctia Ha Lan di cao dé chép
nhan thé hé 2, trong khi day van la rao can tai
chinh Ion tai Viét Nam.

Twong tw, két qua nghién clru ctia Shaohong
Luo va cong s (2021) tai Trung Qudc da dua

ra mot géc nhin khac vé vai trd clia chinh sach
hé tro gia.® Trong nghién clru clia Luo, Gefitinib
dat CPHQ nh& chuwong trinh hd tro nguwdi bénh
(PAP) - ngudi bénh chi can tra tién trong 8 thang
dau tién va dwoc nha san xuét hé tro diéu tri
subt doi sau d6.° Diéu nay cho thay bén canh
yéu t& GDP quyét dinh dén ngwdng WTP, cac
chinh sach hé tro gia tlr nha san xuét dong vai
tro tién quyét trong viéc thay ddi chi s6 ICER va
gia tang co hdi tiép can thubc ctia nguwdi bénh.

Svw twong ddng vé& két qua Osimertinib
khéng dat CPHQ khi so sanh véi thé hé 1 ciing
dwoc ghi nhan trong cac két qua nghién ctru
tai Uc (2021), Trung Quéc (2022) va Singapore
(2020)."*'5 Bidu nay minh ching réng du mang
lai hiéu qua vuot troi, Osimertinib van kho dat
CPHQ néu khong c6 sy diéu chinh gia twong
xirng v&i ngudng WTP clia tirng qubc gia. Két
qua DSA va PSA trong nghién ctru nay ciling
khang dinh tinh vitng chéc ctia mé hinh — mét
phat hién nhat quan véi cac bao cao quéc té tai
Singapore va Ha Lan.”"3 Qua d6 tai khang dinh
gia tri clia thuéc thé hé mai phu thudc dang ké
vao kha nang cai thién CLCS thay vi chi kéo dai
thoi gian séng don thuan.

Trong bdi canh hwéng téi viéc thyc thi
Thong tw 37/2024/TT-BYT, phan tich kich
ban gidm gia cho thdy Osimertinib can giam
gia tbi thiéu 70% dé dat mirc ICER ly twéng
la 268.244.095 VND/QALY (th4p hon nguéng
WTP). Mirc dé& xuét nay co sy twong ddng voi
cac nghién ctru tai Tay Ban Nha (giam > 60%)
va Uc (gidm 68,4%).6"* Viéc s& dung bang
chirng danh gia cong nghé y té (HTA) dwa trén
di¥ lieu tir thwce tién tai Viet Nam la co s& khoa
hoc quan trong trong viéc dam phan gia hoac
ap dung céac thda thuan chia sé rdi ro, nhdm
tdi wu héa quy BHYT va dam bao quyén loi
cho nguw¢i bénh UTPKTBN tai Viét Nam. Theo
Théng tw 20/2022/TT-BYT, cac thubc EGFR-
TKI thé hé 1 va thé hé 2 da dwoc dwa vao danh
muc BHYT véi ty 1€ chi tra 50%. Do do6, viéc ap
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dung muc chi trd 50% ctia BHYT két hop voi
dam phan gia hoac théa thuan chia sé rii ro
cho Osimertinib d& dat mic giam gia 70% la
hoan toan kha thi, giup gia tang co hoi tiép can
thudc va kéo dai thoi gian sbng thém cho ngu i
bénh.
Han ché nghién ctru

Mac du 1a nghién ctru dau tién tai Viét Nam
phan tich chi phi-hiéu qua déng thei bdn thube
EGFR-TKI trong diéu tri bwéc mét UTPKTBN,
nghién clru van ton tai mot sé han ché. Th
nhét, thiét ké cat ngang khién di liéu vé chi phi
va CLCS c6 tinh thoi diém, chwa phan anh hét
bién déng dai han. Thr hai, mé hinh tap trung
vao trang thai PFS nén c6 thé chuwa bao quat
toan bd chi phi va hiéu qua tron doi. Th ba,
di¥ liéu tlr bénh vién tuyén trung wong co thé
c6 sw khac biét v& dinh mirc s&¢ dung ngudn
lwc y té so v&i cac co s& y té khac. Dac biét,
viéc ngoai suy di¥ liéu I1am sang (PFS, OS, HR)
tr cac RCT quéc té co thé dan dén sai sd nhat
dinh khi &p dung vao bdi canh Viét Nam do sy
khac biét v& nhan khau hoc va thyc hanh 1am
sang ban dia. Tuy nhién, két qua phan tich do
nhay (DSA, PSA) cho thdy su bién thién cla
cac tham sé dau vao khong lam thay déi két
luan cudi cuing, khéng dinh tinh virng chc cua
mé hinh trong hé tro’ hoach dinh chinh sach y
té tai Viét Nam.

V. KET LUAN

Véi ICER cua Afatinib va Osimertinib so
véi Erlotinib 1an lwot 14 1,05 va 1,22 ty VNB/
QALY, Erlotinib Ia Iya chon téi wu vé CPHQ tai
ngwdng WTP hién tai. Cac thudc thé hé méi
nhw Osimertinib, du mang lai hiéu qua vuwot troi
nhwng can giam gia téi thiéu 70% dé dat CPHQ.
Nghién ctru bbd sung thém bang chirng khoa
hoc cho cac nha hoach dinh chinh sach trong
viéc dam phan gia va xem xét dwa Osimertinib
vao danh muc chi trd BHYT, nhdm tang co hdi

tiép can didu tri cho ngudi bénh. Ddng thoi,
can tién hanh cac nghién cru theo ddi dai han
hodc st dung di¥ liéu thuc té (Real-world data)
lam sang cla cac thubc EGFR-TKI tai Viét Nam
dé ciing cb thém tinh xac thuc ctia mé hinh va
gidm thiéu sw khong chéc chan tw viéc ngoai
suy di¥ liéu RCT quéc té.
L&i cam on

Nhém nghién ctru xin glvi I&i cdm on chan
thanh té¢i Ban Giam dbc Bénh vién K, Phong Ké
hoach téng hop cling toan thé can bd nhan vién
Khoa Noéi 1, N6i 2 (co' s& Tan Triéu) da tao diéu
kién thuan lgi, hé tro tan tinh trong qua trinh thu
thap di liéu thyc hién nghién ctru nay.
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Summary

COST-EFFECTIVENESS ANALYSIS OF EGFR-TKIS FOR THE
TREATMENT OF EGFR MUTATION-POSITIVE NON-SMALL CELL
LUNG CANCER

This study analyzed the cost-effectiveness of EGFR-Tyrosine kinase inhibitors (EGFR-TKIs) as
first-line treatment for stage IV EGFR-positive non-small cell lung cancer (NSCLC). A partitioned
survival model (PSM) combined with a decision tree was developed to estimate the costs, effectiveness
in quality-adjusted life years (QALY), and the incremental cost-effectiveness ratio (ICER) of various
EGFR-TKIs. One-way deterministic sensitivity analysis (DSA) and probabilistic sensitivity analysis
(PSA) were performed to assess the robustness of the model. During the progression-free survival
(PFS) state, total discounted treatment costs for Erlotinib, Gefitinib, Afatinib, and Osimertinib were
VND 190.0 million, VND 216.8 million, VND 420.3 million, and VND 910.7 million, yielding 0.82,
0.85, 1.04, and 1.41 mean QALY per patient, respectively. Gefitinib was excluded due to extended
dominance. Compared to Erlotinib, the ICERSs for Afatinib and Osimertinib were VND 1.05 billion/
QALY and VND 1.22 billion/QALY, respectively. At the current threshold of VND 305.7 million/QALY,
Erlotinib demonstrated the highest probability of being cost-effective (89.85%), followed by Afatinib
(10.15%), while Osimertinib stood at 0%. To achieve cost-effectiveness in the Vietnamese context,
Osimertinib would require a minimum price reduction of 70%. Consequently, Erlotinib remains the
most cost-effective option at the current threshold. Strategic price reductions for newer-generation
drugs like Osimertinib are essential to improve their affordability and accessibility for patients.

Keywords: Cost-effectiveness, non-small cell lung cancer, EGFR-TKI, EGFR mutation.
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