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PANH GIA KET QUA DIEU TRIUNG THU PHOI KHONG TE BAO NHO DI
CAN NAO COPOT BIEN EGFR BANG THUOC U’C CHE TYROSINE KINASE
KET HQOP XA PHAU DAO GAMMA QUAY TAI BENH VIEN BACH MAI

TOM TAT

Muc tiéu: Banh gia hiéu qua va doc t|nh cla phac
do két hgp thudc Uc ché tyrosine klnase va xa phau
dao gamma quay diéu tri ung thu phdi khong té bao
nhoé di can nao c6 dot bién EGFR tai Trung tam Y hoc
hat nhan va Ung budu Bénh vién Bach Mai. DOi
tugng va phuang phap nghlen clru: Nghién clu
h6i c(ru két hap tién ctu trén 53 bénh nhan dugc chan
doan ung thu phéi khéng t& bao nho ¢ dét bién gen
EGFR, dch_ic dieu tri ~bang thudc Uc ché tyrosine kinase
(TKI) két hgp xa phau dao gamma quay tai Trung tam
Y hoc hat nhan va Ung buGu Benh vién Bach Mai tir
01/2016 dén 12/2020. Ket qua: 50, 9% nam, ty lé
nam/nir: 1,04/1, chi yeu G do tu0| 50 69 (73 6%).
Thé trang theo ECOG tr 0-2, chi yeu la 0-1 (81, 1%).
Di can nao thudng két hdp d| can cac cd quan khac
(64 2%), nhiéu nhat la di can Xugng (49 1%), di cdn
ph0| mang phéi (28,3%). Cac thubc TKI dugc st
dung: Erlotinib (47,2%), Gefitinib (43,4%), Afatinib
(9,4%). Triéu chirng cG nang cai thién & 88,7% bénh
nhan. Ty |é dap (ng khach quan dat 69,0%, chu yéu
la dap ing mot phan (66,7%), khong cd su’ khac biét
c6 y nghia thng ké gilia cac thudc TKI véi p >0,05.
ThGi gian s6ng thém derc tinh theo perdng phap
Kaplan-Meyer. Thai gian song thém bénh khong tién
trién dat trung vi 14,0 thang (khoang tin cdy 95%:
11,6- 16,4 thang). Dap u‘ng khach quan sau 3 thang la
yeu to tién lugng thdi gian s6ng thém benh khong tién
trién vdi p<0,01. Trung vi thdi gian s6ng thém bénh
khong tién trién tai ndo dat 22,0 thang (khoang tin
cay 95%: 18,2-25,8 thang) pidu tri toan than bang
Erlotinib cho thdl gian song them benh khong tién
trién tai ndo dai hon Gefitinib va Afatinib khi phan tich
da bién véi p < 0,05. Trung vi thdi gian s6ng thém
toan b6 dat 25,0 théng (khoang tin cay 95%: 11,0-
39,0 thang), ty 1€ s6ng 1 nam dat 85,7%, 2 nam dat
52,0%. Phan tich da bién, diéu tri toan than budc 2
bang thubc TKI budc 2 cho trung vi thdi gian séng
thém toan bo dai hon hda chat va khong diéu tri [an
lugt la 39 thang, 20 thang, 14 thang, su khac biét ¢ y
nghia thong ké véi p < 0,05. Tac dung phu hay gap
cla phac dé la ban da (52,8%), ti€u chay (16,9%),
tang men gan (11,3%), déu mic d6 nhe dén vira.
Khong c6 bién chiing gian ndo that, hoai t& mé nao
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lanh sau xa phau. Tiéu chay gap nhiéu & nhom diéu tri
bang Afatinib hon Erlotinib va Gefitinib, sy khac biét
6 y nghia thong ké véi p < 0,05. Da s§ bénh nhan
tudn thd phac do6, doc tinh mirc do vira lam 2 bénh
nhan phai tam du’ng thsi gian ngan, 2 bénh nhan
glam liu. K&t luan: Diéu tri bénh nhan ung thu ph0|
di can ndo co dc_)t bién EGFR béng thudc Uc ché
tyrosine kinase két hdp xa phau dao gamma quay la
phu‘dng phap hiéu qua va an toan.

7w khda: thudc (c ché tyrosine kinase, xa phau
bang dao gamma quay, ung thu phéi di cdn n3o, dot
bién EGFR.

SUMMARY

EVALUATING THE RESULTS OF TREATMENT
EPIDERMAL GROWTH FACTOR RECEPTOR
MUTANT NON-SMALL CELL LUNG CANCER
METASTASIS BRAIN WITH TYROSINE KINASE
INHIBITORS COMBINED WITH ROTATING

GAMMA SYSTEM AT BACH MAI HOSPITAL
Object: Evaluating the efficacy and toxicity of
treatment epidermal growth factor receptor mutant
non small cell lung cancer metastasis brain with
tyrosine kinase inhibitors combined with Rotating
gamma System at the Nuclear Medicine and Oncology
Center, Bach Mai Hospital. Patient and Methods: A
retrospective combined prospective study on 53
patients diagnosed with epidermal growth factor
receptor mutant non small cell lung cancer metastasis
brain, treated with tyrosine kinase inhibitors combined
with Rotating gamma System at the Nuclear Medicine
and Oncology Center, Bach Mai Hospital. Results:
50.9% men, the male/female ratio is equal (1.04/1),
mainly in the age group 50-69 (73.6%). PS ECOG
from 0 to 2, mainly 0-1 (81.1%). Brain metastasis
often combine with metastasis to other organs
(64.2%), most of which was bone metastasis
(49.1%), followed by metastases in lung, pleura
(28.3%). The TKIs contained: Erlotinib (47.2%),
Gefitinib  (43.4%), Afatinib (9.4%). The rate of
patients improved functional symptoms in 88.7%. The
objective response rate was 69.0%, mainly partial
response (66.7%), there was no statistically significant
difference between the TKIs with p > 0.05. Survival
time was calculated according to the Kaplan-Meyer
method. The median progression-free survival (PFS)
time was 14.0 months (95% CI: 11.6-16.4 months).
Objective response was a predictor of PFS longer with
p<0.01. The median intracranial PFS time was 22.0
months (95% CI: 18.2-25.8 months). Systemic
treatment with Erlotinib resulted in a longer duration
of intracranial PFS time than Gefitinib and Afatinib in
multivariate analysis with p < 0.05. The median
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overall survival (OS) time was 25.0 months (95% CI:
11.0-39.0 months), the 1-year survival rate was
85.7%, and the 2-year survival rate was 52.0%.
Multivariate analysis, second-line systemic treatment
with tyrosine kinase drugs (Afatinib, osimertinib) for
median overall survival time was longer than
chemotherapy and no treatment was 39 months, 20
months, 14 months, respectively, the difference was
statistically significant with p< 0.05. Common side
effects of the regimen were skin rash (52.8%),
diarrhea (16.9%), increased liver enzymes (11.3%),
all mild. to medium. There were no complications of
ventricular dilatation, necrosis of brain tissue after
radiosurgery. Diarrhea was more common in the
Afatinib group than Erlotinib and Gefitinib, the
difference was statistically significant with p < 0.05.
The majority of patients adhered to the regimen,
moderate toxicity caused 2 patients to stop for a short
time, 2 patients to reduce the dose. Conclusion:
Treatment of patients with brain metastatic lung
cancer with EGFR mutations with tyrosine kinase
inhibitors combined with rotary gamma knife
radiosurgery is an effective and safe method.

Keywords: tyrosine kinase inhibitors,
gamma knife, brain metastatic lung cancer,
mutation

I. DAT VAN DE

Ung thu phéi la bénh Iy &c tinh cd ty 1& méc
va t&r vong cao nhat toan cau hién nay. Theo
GLOBOCAN 2020, ty I&é mdi mac va ty Ié t&r vong
clia ung thu phdi trén thé gidi 1an lugt 13 11,4%
va 18,0% [1]. Di can ndo nguon go'c tUr ung thu
phdi ciing chiém ty 1€ cao nhat va la nguyén
nhan chinh dan dén t&r vong & nhdm bénh nhan
(BN) nay. MGt nghién cru gan day tai Hoa Ky
cho thdy 22% BN ung thu phdi bi di cén ndo &
thdi diém chan doan ban dau va di cdn ndo sé
xuat hién & khoang 40% BN trong qua trinh phat
trién cla bénh [2]. TU khi xa tri dugc (ng dung
vao diéu tri u ndo nhitng ndm 1950 xa tri toan
ndo va vé sau cd xa phau la giai phap cha yéu
kiém soét u ndo. Trong do, xa phau hiéu qua cao
G cac trudng hgp di cdn ndo s6 lugng han ché,
dugc chi dinh cho cac trudng hdp u di can néo
<4 u, kich thudc u ndo < 5cm, cac truéng hgp di
c&n ndo da 6 thi xa tri toan ndo lai dugdc chi dinh
nhd kha ndng kiém soat u di cdn ndo tét hon [3].
Nhitng nam dau thé ky 21, ngudi ta da biét dén
nhiéu loai dot bién gen thic ddy qua trinh tdng
sinh cla t& bao ung thu phdi nhu EGFR, ALK,
RET, MET, ROS 1, BRAF... Nhitng phét hién nay
dd md ra mot liéu phap diéu tri mdéi la diéu tri
nhdm tring dich. Ban dau la su ra d&i cac thudc
Uc ché tyrosin kinase (TKI) cla EGFR, nhiing
thudc nay cho ty 1€ dap (ng cao lén dén khoang
70%, vugt troi so véi héa chat (khoang 28-30%
vGi hda chat b doi) [4]. Dac biét, nhitng thudc
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nay cé thé kiém soat dugc u di cdn ndo, ty I&
dap Ung u ndi so gan tuang ducng vd&i ngoai so,
mé ra mot liéu phap mdi trong diéu tri ton
thuong di can ndo. Phac d6 két hgp thudc TKI
vGi xa phau da dugc ap dung trong diéu tri
nhdm BN ung thu phéi khdng t€ bao nho
(UTPKTBN) di can ndao & nhiéu trung tdm ung
budu I6n trén thé gidi. Tuy nhién, hiéu qua va
cac yéu t6 anh hudng dén két gua cla sy két
hogp gilta thu6c TKI va xa phau déi véi BN
UTPKTBN di can ndo con nhiéu van dé chua ro
rang, két qua cua moét s6 nghién clu con co
nhiéu khac biét. O Viét Nam, thudc TKI két hap
xa phau dugc ap dung tai mot s6 Bénh vién tuy
nhién chua coé nghién clu bao cdo vé két qua
diéu tri. Vi vay, chdng t6i thuc hién dé tai nay
nhdm muc tiéu: Pdnh gid hiéu qua va déc tinh
cua phac do két hgp thubc uc ché tyrosine
kinase va xa phau dao gamma quay diéu tri ung
thu phéi khdng t€ bao nhé di cdn ndo cd dot
bién gen EGFR tai Bénh vién Bach Mai.

1. DOI TUONG VA PHUO'NG PHAP NGHIEN CU'U

- Péi tuong nghién clru: 53 BN dugc chén
doan UTPKTBN cé dot bién gen EGFR, dugc diéu
tri bang thudc Urc ché tyrosine kinase két hgp xa
phau dao gamma quay tai Trung tam Y hoc hat
nhan va Ung budu Bénh vién Bach Mai thdi gian
tur 01/2016 dén 12/2020.

- Tiéu chudn lva chon I3 BN cé chan doan
md bénh hoc & ung thu bi€u mé tuyén, cd dot
bién EGFR nhay thudc TKI thé hé 1,2. U di can
nao s Ierng tr 1-3 u, kich thudc u <5cm.
Khong co tién s diéu tri ung thu phdi trudc dé
b&ng hoa chat, phau thuét, xa tri, khong mic cac
bénh ly than kinh nhu réi loan tdm than, thi€u
nang tri tué, dong kinh.

- Thiét ké& nghién ciru: Hoi cliu két hgp tién cliu.

- Phuong phap thu thap so6 liéu: Thu
thap thong tin tir hd sg bénh an, két hgp phéng
van bénh nhéan, ngudi nha. Xt ly va phan tich s
liéu bang phan mém SPSS 20.0.

- Pao dirc nghién clru: Thong tin cla doi
tugng nghién clu dugc dam bao gilr bi mat va
chi dung cho muc dich nghién ctru.

- Thiét bi: Hé thong dao Gamma quay ART-
6000™, thu6c TKI thé hé 1: Gefitinib (Iressa
250mg), Erlotinib (Tarceva 150mg), thé hé 2:
Afatinib (Giotrif 30mg, 40mgq).

- Quy trinh diéu tri: BN thoa man tiéu
chuén lua chon dudc chi dinh diéu tri toan than
bang thudc TKI, hoi chan xac dinh k& hoach xa
phau. Sau xa phau diéu tri chong phu ndo, duy
tri thuGc TKI, dinh ky danh gia dap (ng, theo
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doi tién trién, t&r vong. Cac théng tin trong qud  [S6 cd quan 1 19 35,8
trinh diéu tri dugc ghi nhan qua h6 sg bénh an  |di cdn khac 2-4 34 64,2
va phong van bénh nhan, ngugi nha. Xuaong 26 49,1
I11. KET QUA NGHIEN cU'U Vitri di can {Phoi, [?ﬁf‘g phdi 15 1 283
e a w . g . A ,. ac ,
le.:}éll;lgl?uso dac diém nhom bénh nhan grl?gnig gg 2;’2
- —— n efitini ,
Dic diém o g T},’/Jg Thude dich [ agatinib_ 5 9,4
— Nam >7 0.9 Nhan ’xét: Nhom tudi tur 50-69 chiém ty Ié
Gidi tinh NG 26 49’1 nhiéu nhat (73,6%), ty |& nam/nlt ngang nhau
<50 105 S i (1,04/1). PS ECOG chu yéu la 0-1 (81,1%). Di
) . 50-60 tusi 39 7:,: 6 can nao thudng két hgp di can cac cd quan khac
Nhém tudi >70 UG ) 17’0 (64,2%), nhiéu nhat la di can xuang (49,1%), di
~ 01 e 81’1 can phoi, mang phoi (28,3%). Cac BN dugc diéu
PS ECOG 5 10 18’9 tri toan than chd yéu bdng Erlotinib (47,2%),

Gefitinib (43,4%), ty I€ ngang nhau.

® Cai thién (n=47) = On dinh (n=4)
3,8%

7,5%‘

Xéu di (n=2) = Hoan toan (n=1) = M6t phan (n=28)

= Ondinh (n=11) = Tién trién(n=2)
4,8% 2,4%

26,2% ‘
66,7%

Bi€u do 1. Ty lé dap ng chu Bi€u d6 2. Ty |& dap *ng khach quan
quan sau 2 thang diéu tri sau diéu tri > 3 thang
Nhan xét: banh gia chung, da s6 BN déu co cai thién triéu chirng (88,7%), dap Uing cao nhat la
dau dau, yéu liét, dau nguc, ho (>85%), thap nhat la dau xucng (73,7%). Ty € dap (ng khach quan
dat 69,0%. Ty € kiém soat bénh sau >3 thang dat 95,2%.

88,7%

sdng thém bénh khong tién trién tai ndo

Tjflé séng thém bénh khéng tién trién

Tjlas

Trung vi STBKTT: 14,0 (khoang tin cdy 95%:
11,6-16,4); Dap unhg: 16,0 (14,1-17,9); Khéng
dép ung: 10,4 (0,6-20,2) HR: 0,39(0,20-0,76);
Log-Rank P = 0,005
Biéu db 2. Lién quan thdi gian séng thém
bénh khéng tién trién theo dap tng

Thel glan séng thém bénh khéng tén trién tal nie (thang)

Erlotinib Afatinib Gefitinib Trung vi STBKTT tai ndo:
22,0 (khoang tin cdy 95%. 18,2-25,8),; Erlotinib —

Gefitinib: p=0,01 Erlotinib — Afatinib: p=0,02;
) Gefitinib — Afatinib: p= 0,63
Biéu do 4. Lién quan thoi gian song thém

bénh khéng tién trién tai ndo theo thuéc TKI

Nhén xét: Diéu tri toan than bdng Erlotinib la yéu td tién lugng doc 1ap anh hudng dén thdi gian
s6ng thém bénh khéng tién trién tai ndo khi phan tich da bién (véi p<0,05)
Bang 2. Pap ang khach quan theo kich thudc u phéi, u ndo, chi diém u sau 3 thang

Yéu to

Trung binh Min Max So lugng p
Kich thugc u Ban dau 41,3+11,7 22,0 65,0 4 <0.001
ph6i (mm) Sau 3 thang 30,0+15,6 0 72 !
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Kich thudc u Ban dau 17,1+ 7,7 5,0 34,0
ndo (mm) | Sau 3 thang 78%7 5 0 24 42 <0,001
Ban dau 80,7+27,2 1,4 497
CEA (ng/ml) =313 thang 36.7£10.1 1.9 667 31 0,003
Cyfra 21-1 Ban dau 5,2%1,0 15 19,9 " 038
(ng/ml) Sau 3 thang 4,31, 0,9 29.9 :

Nhan xét: Kich thudc u phdi, u ndo, néng dd chat chi diém u CEA sau diéu tri 3 thang déu giam
so Vdi trudc diéu tri, su khac biét cd y nghia thdng ké véi p < 0,01. Su khac biét vé nong do Cyfra
21-1 trudc va sau diéu tri khong cé y nghia thong ké véi p > 0,05.

Bang 3. Phén tich da bién cac yéu té lién quan séng thém toan bo

Yéu ts p don p da Ty sO Khﬂoéng tin
bién bién nguy co cay 95%
PS (0-1, 2) 0,03 0,72 0,84 0,32-2,21
Giai doan T (1-2, 3-4) 0,02 0,05 0,38 0,14-1,00
Thudc ErIoti_ni_b, Geﬁt_in_ib 0,11 2,46 0,81-7,45
dich Erlotinib, Afatinib 0,01 0,13 0,06 0,00-2,01
Gefitinib, Afatinib 0,91 1,14 0,13-10,22
biéu tri Khong, TKI budc2 0,004 5,42 1,73-16,97
Budc 2 Khong, hda chat 0.001 0,17 2,94 0,62-13,98
TKI budc 2, hoa chat ! 0,02 0,07 0,007-0,67
Xa tri ndo lan 2 (khong, co) 0,03 0,22 0,37 0,08-1,83
Bang 4. Mai lién quan giiia cic tac dung hay gap va thuoc diéu tri dich
P Gefitinib Erlotinib Afatinib
Boc tinh n % N % n % P
Ban da kl)éng 14 26,4 8 15,1 3 5,7 0,12
bd 1-2 9 17,0 17 32,1 2 3,8
A , khong 21 39,6 21 39,6 2 3,8
Tieuchay —psi15 [ 2 3,8 4 7,5 3 5.7 0,046
Tang men khong 18 34,0 24 45,3 5 9,4 0.16
gan Do 1-2 5 9,4 1 1,9 0 !

Nhan xét: Tac dung phu hay gap nhat la ban
da (52,8%), tiéu chay (16,9%), cac doc tinh huyét
hoc, chlc ndng gan than it gap, déu mic do nhe
va vUra. Tiéu chay gap nhiéu han & nhom diéu tri
bang Afatinib (60%) so véi Erlotinib va Gefitinib, su’
khac biét c6 y nghia thong ké véi p<0,05. Ban da
c6 xu hudng gap nhiéu han & nhom diéu tri bang
Erlotinib (68%), tang khéng c6 y nghia théng ké
vGi p > 0,05. Da s6 BN tuan thl phac d6, doc tinh
mc do vlia lam 2 BN phai tam ding thdi gian
ngdn (1 BN dung Erlotinib do ban da d6 2, 1 BN
dung Gefitinib do tang creatinin d6 2), 2 BN giam
liéu Afatinib do ban da va tiéu chay do 2.

Ty 1é song thém toan bd

Théi gian séng thém toan bg

TKI butc 2(17) Hoa chét (4) Khdng (17); Trung
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Vi STTB: 25,0 (khodng tin cdy 95%: 11,0-39,0);
TKI butc 2 — Hoa chat: p=0,02; TKI budc 2 -
Khéng: p=0,004, Hoa chat — Khdng: p= 0,17

Biéu dé 5. Lién quan thoi gian séng thém
toan bg theo diéu tri toan than buoc 2.

Nhan xét: Phan tich da bién diéu tri toan
than budc 2 bang thubc TKI budc 2 (Afatinib,
Osimertinib) so vdi héa chat va khong diéu tri la
yéu t6 tién lugng doc 1ap anh hudng dén thdi
gian song thém toan bd (vai p<0,05).

IV. BAN LUAN

Ty |€ cai thién triéu chiing sau 3 thang dat
88,7%, chl yéu cai thién triéu chirng ho hap,
than kinh (>85%), thap nhat la dau xudng
(73,7%). K&t qua clia ching tdi cao hon dang ké
so v@i cac nghién ctu diéu tri thuéc TKI don
thuan cho UTPKTBN giai doan lan tran (77%)
[5]. Mac du hda chat co ty Ié dap Ung khach
quan thap hon thu6c TKI, nhung két qua cua
chiing t6i cao han it so véi két qua nghién clu
cla Pham Van Thai diéu tri BN UTPKTBN di can
ndo bang phac do Paclitaxel-carboplatin két hgp
xa phau dao gamma quay (82,6%)[6]. Diéu nay
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chirng to cai thién tri€u chirng than kinh chu yéu
nhd vai trd cia dao gamma quay diéu tri ton
thuong u ndo. Mat khac, triéu chifng dau xugng
kho cai thién haon khi da cd ton thuong pha huy
xuang, nghién clfu clia chdng t6i khong loai trir
cac BN di can xudng nhu nghién clru cla Pham
Van Thai. Bap ’ng khach quan trong nghién ciiu
cla chung toi la 69%, chu yéu dap Ung mét
phan (66,7%). Ty |é dap Ung chung cla cac
thudc TKI thé hé 1,2 d6i véi UTPKTBN giai doan
lan tran la khoang 56-70% [7]. Phdi hgp vdi vai
trd clia xa phau u di can ndo, ty |é dap ’'ng cta
phac do cling dudc cai thién hon so vdi diéu tri
thu6c TKI don thuan. So vdi trudc diéu tri, kich
thudc u phéi, u di cdn ndo, ndng dd CEA sau
diéu tri déu gidam cd y nghia thong k&, vdi p<
0,01. Marker CEA la mdt chat chi diém t6t dé
theo ddi dap (’ng va du bdo tién trién (bang 2).
Thdi gian STBKTT dat trung vi 14,0 thang (KTC
95%: 11,0-16,3 thang), két qua nay dai han so
vGi diéu tri TKI thé hé 1,2 don thuan d6i véi
UTPKTBN giai doan lan tran, thdi gian trung vi
STBKTT dudc bao cdo khoang 10,4-13,0 thang
[8]. Pap Ung khach quan sau 3 thang la yéu t6
tién lugng doc lap thgi gian STBKTT. DOt bi€n
Del 19 la tién lugng thuan Igi kéo dai thdi gian
STBKTT khi diéu tri bang Erlotinib, trong nghién
clru dot bién gen khong anh hudng dén thai gian
STBKTT. Ly giai diéu nay, BN dugc diéu tri vdi ca
cac thudc Gefitinib, Afatinib, dot bién gen Del 19
khong co Igi thé dap ng va STBKTT khi dung
cac thudc nay. Trung vi thgi gian STKTT tai ndo
dat 22,0 thang (KTC 95%: 18,2-25,8 thang). Két
gua cla chang t6i tuong tu nghién clu cua
Magnuson la 23,0 thang (KTC 95%: 18-28
thang), dai han nghién clu cia Seung- Hyeon
Yang, Limin Chen [an lugt 1a 19,0 thang va 14,7
thang [9]. Xa phau dam bao liéu sinh hoc tai
khdi u di can ndao phéi hgp véi thuée TKI tiéu
diét cac ton thuong u mdc vi thé lam ting kha
nang triét can u di can nao, tién lugng & cac BN
di cdn ndo don doc sé tét hon rat nhiéu. Phan
tich da bién, trung vi thdi gian STTB & nhom cé
chi dinh diéu tri toan than (n=38), diéu tri thuGc
dich budc 2 (Afatinib, Osimertinib) cé trung vi
STTB dai han cd y nghia théng ké so vdi diéu tri
hda chat va khong diéu tri lan lugt la 39,0 thang,
20,0 thang, 14,0 thang, vdi p <0,05. Nghién cu
cla Magnuson, trung vi thdi gian STTB dat 45
thang dai han cla chidng toi. Ly gidi cho diéu
nay, nghién cru cta chuing t6i thai gian theo doi
con ngan, sd su kién tién trién chua quan sat
day da, ty 1& BN diéu tri bdng Erlotinib chi
khoang 50%, ty 1€ BN diéu tri budc 2 chi dat

khoang 1/2 (21/38BN). Trong khi dé nghién ctru
cla Magnuson cac quan sat da hoan thanh, 78%
BN da tién trién va déu dudc diéu tri budc 2
bang cac phac do toan than ca thé hda phu hap
cho tirng BN nhu thudc TKI budc 2, hda chat.
DPoc tinh clia phac do6 hay gap nhat la ban da,
tiéu chay, cac doc tinh huyét hoc, chirc nang gan
than it gap, déu mic d6 nhe dén vura. Diéu tri
bdng Afatinib cho ty 1€ tiéu chay cao hon co y
nghia thdng ké so vGi diéu tri bang Gefitinib va
Erlotinib, p<0,05. Trong khi d8, tang men gan cé
xu hudng gdp nhiéu han & nhém diéu tri bang
Gefitinib, ban da c6 xu hudng gdp nhiéu & nhém
diéu tri bang Erlotinib, su’ khac biét khong co y
nghia théng ké, vdi p>0,05. Cac phan tich gbp
trén s6 lugng I6n BN cho thdy diéu tri bang
Afatinib, Erlotinib c6 nguy cd bi phat ban nhiéu
hon Gefitinib, tiéu chay gap nhiéu & nhom diéu
tri bang Afatinib hon, tdng men gan lai gép nhiéu
& nhdm diéu tri bang Gefitinib hon, su’ khac biét
c6 y nghia thong ké véi p<0,01. Nghién cltu cta
ching t6i phan nhém diéu tri cac thudc dich
khac nhau c6 s6 lugng con it, nén su khac biét
vé doc tinh gilra cac nhém con chua ro.

V. KET LUAN

- Ty Ié cai thién triéu chi'ng chu quan cao
(88,7%). Ty lé dap Ung khach quan la 69,0%
chi yéu la dap Ung 1 phan (66,7%), khong co
su’ khac biét cd y nghia thong ké giifa cac thudc
dich véi p >0,05. So sanh trudc va sau diéu tri 3
thang, kich thudc u phéi, u di cdn ndo, ndng dod
CEA déu giam cd y nghia thong ké véi p < 0,001.

- Thdi gian s6ng thém dugc tinh theo phuang
phap Kaplan-Meyer. Thgi gian s6ng thém bénh
khdng tién trién dat trung vi 14,0 thang (khoang
tin cay 95%: 11,6-16,4 thang). Pap Ung khach
quan la yéu to6 tién lugng thgi gian song thém
bénh khdng tién trién véi p<0,01. Trung vi thdi
gian s6ng thém bénh khdng tién trién tai ndo dat
22,0 thang (khodng tin cdy 95%: 18,2-25,8
thang). Diéu tri toan than bang Erlotinib cho thdi
gian s6ng thém bénh khdng tién trién tai ndo dai
han Gefitinib va Afatinib khi phan tich da bién véi
p < 0,05. Trung vi thdi gian s6ng thém toan bd
dat 25,0 thang (khoang tin cay 95%: 11,0-39,0
thang), ty 1é s6ng 1 nam dat 85,7%, 2 nam dat
52,0%. Phan tich da bién, diéu tri toan than budc
2 bang thubc dich budc 2 cho trung vi thdi gian
song thém toan bd dai han hda chat va khong
diéu tri lan lugt la 39 thang, 20 thang, 14 thang,
su khac biét cd y nghia thong ké vdi p < 0,05.

- Tac dung phu hay gap cla phac do la ban
da (52,8%), tiéu chay (16,9%), thay d6i mdng
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(15%), tang men gan (11,3%), déu mdc do nhe
dén vira. Khoéng cd bién chiing gian ndo that,
hoai t&* m6 ndo lanh sau xa phau. Tiéu chay gap
nhiéu & nhom diéu tri bang Afatinib hon Erlotinib
va Gefitinib, su’ khac biét cd y nghia thong ké véi
p < 0,05. Pa s6 bénh nhan tuan tha phac do,
déc tinh mdc d6 vira lam 2 bénh nhan phai tam
dirng thdi gian ngan, 2 bénh nhan giam liéu.
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THIET LAP KHOANG NONG PO CUA SAU THONG SO THUO'NG QUY AST,
ALT, CHOLESTEROL, TRIGLYCERIDE, GLUCOSE VA PROTEIN
TRONG CHE TAO MAU NGOAI KIEM HOA SINH

Tran Hiru TAm*, Truwong Quan Thuy*, Vii Dinh Diing*,

Nguyén Thi Hong Phuong*, Nguyén Thj Ngoc Van*,
Vii Thi Nhw Oanh*, Nguyén Pam Chau Bao*

TOM TAT

Xét nghiém hda sinh la mot trong nhiing chi dinh
can lam sang thu’(‘jng quy nhat tai cac dan viy t€, cac
xét nghiém nay la can cr gép phan gilp cac nha lam
sang dua ra quyet dinh quan trong cho cong tac diéu
tri, chdn doan sém va du phong bénh, nghlen cttu
khoa hoc trong y hoc,... Mot trong nerng cong tac
nhdm dam bao do tln cay va chat lugng cua xét
nghiém hoa sinh Ia ngoai kiém tra chat lugng xét
nghiém [1,2,3]. D& ché tao mau ngoai kiém can co
khoang nong do cao, thdp, binh thudng cla cic
thong s6 dé s dung trong qua trinh pha ché mau.
Sau thong s6 hoa sinh thudng quy dugc khao sat gém
protein, glucose, cholesterol, triglyceride, AST, ALT.
Két qua thu dudgc khoang néng do cao cua glucose la
9,50 — 24,00mmol/L, protein la 95-115 g/L, cholesterol
la 6,20-9,00mmol/L, triglyceride la 2,70 -
9,50mmol/L, AST la 95 - 350 U/L, ALT la 95 - 300 U/L;
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khoang nong d6 thap cla glucose la 2,49 - 3,90
mmol/L, protein la 10 - 40 g/L, cholesterol la 2,50 —
3,70 mmol/L, triglyceride la 0,20 — 1,00 mmol/L, AST
la 7 - 24 U/L, ALT la 7 - 24 U/L; khoang néng do binh
thudng cla glucose la 4,00 — 9,00 mmol/L, protein la
45-90g/L, cholesterol la 3,80—-6,10 mmol/L, triglyceride la
1,10-2,60mmol/L, AST Ia 25- 94U/L ALT la 25-94 U/L.
T4’ khoa: ngoai kiém tra, ndi kiém tra.

SUMMARY
CONCENTRATION RANGES OF SIX ROUTINE
PARAMETERS AST, ALT, CHOLESTEROL,
TRIGLYCERIDE, GLUCOSE AND PROTEIN FOR
CREATING CLINICAL CHEMISTRY EXTERNAL
QUALITY ASSESSMENT SAMPLES
Clinical chemistry test is one of the most routine
indications in medical units, it is basic in helping
clinicians make important decisions for treatment,
early diagnosis and disease prevention, scientific
research in medicine,... One of the tasks to ensure the
reliability and quality of biochemical tests is external
quality assessment [1,2,3]. To make an external
quality assessment sample, the level of high, low and
normal concentration range of the parameters is
required for using in the sample preparation process.
Six routine clinical chemistry parameters were



