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vitro cho nhau & mdc rat cao. Dua trén biéu do
3.2 va 3.3, ta cling cé thé thdy dugc MIC colistin
giam xuéng ro rét khi phoi hgp vdi Mi (Do). Néu
xét nong do < 8 mg/L, két qua nghién cltu cho
thdy lam giam MIC cta Co thi Mi lam gidam nhiéu
hon so véi Do va nong d6 nay co y nghia lam
sang. Vay vdi két qua trén ta cd thé tham khao
in vitro d€ phéi hgp Co véi Mi va Co vdi Do dé
gidam nong dé cua Co xubng, giam tac dung phu
trén bénh nhan cling nhu han ché khang thudc.

So sanh vé@i nghién cliu khac ciing cho két
qua cao nhu tac gia Yang YS, et al. khi phoi hgp
Co véi Mi lam gia tang hiéu qua cho nhau (hiép
doéng hodc cong) la 92% [6]. Tudng tu v@i Co
vGi Do la 70% cua tac gid Miyasaki Y, et al. [3].

Bén canh doé bang 3.2 cling cho ta thay su
mat ctia Co < 2 mg/L ciing giam MIC cua Mi tir R
chuyén thanh I, S vdi ty 1é cao 96.4%. Con vdi
Do la 35.5%. Ta thdy MIC50 va MIC90 cla Mi
thap han nhiéu so véi Do (bang 3.1) nén sau khi
phdi hop vdi Co < 2 mg/L ciing chuyén R sang S,
I ctia Mi cao han so véi Do. Do d6 trén lam sang
phoi hgp khang sinh nén dua vao MIC cua khang
sinh phdi hgp dé mang lai hiéu quéa cao, gia tdng
diét khuén, han ché khang thudc.

V. KET LUAN

Su phGi hgp colistin vGi minocycline va colistin
vGi doxycycline cho thay lam gia tdng hiéu qua in
vitro cho nhau V@i ty 1€ cao trén chung MDR A.
baumannii. V&i tinh trang MDR A. baumannii
ngay cang gia tang nhu hién nay, su phGi hgp
khang sinh nay giup t6i uu hda liéu lugng colistin

giam tac dung phu trén bénh nhan. Bo6ng thdi
phéi hgp nay con gitp giam MIC cla khang sinh
phdi hgp vdi colistin gilp gia tang kha nang diét
khu&n, han ché tinh trang khéang thudc.
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DANH GIA KET QUA AFATINIB PIEU TRI UNG THU PHOI
KHONG TE BAO NHO GIAI POAN IIIB-1V CO POT BIEN EGFR

TOM TAT

Muc tiéu: Danh gia két qua diéu tri ung thu phoi
khong t€ bao nho giai doan IIIB-IV bang Afatinib tai
Bénh vién Bach Mai. P6i tugng va phuong phap
nghién cu’u 59 bénh nhéan ung thu ph0| khong té
bao nho c6 dot bién EGFR giai doan tién xa va di cin
dudc diéu tri bng thudc Afatinib tai Trung tam Y hoc
hat nhan va Ung budu, bénh vién Bach Mai tir thang
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1/2019 dén thang 4/2021. Két qua nghién cru:
76,2%, bénh nhan dat dap Lrng toan b0, 13,6% bénh
nhan 8n dinh bénh; ty 1& klem soat benh dat 89,8%.
Ty 1€ dap g ttmg loai t&n thuong nhu sau: U ph0|
nguyen phéat (68,5%); di cin phdi d6i bén (65,3%); di
can than kinh trung uang (80%); di can thugng than
(66,7%); di can gan (71,4%). Ty 1& ddp (ng & nhdm
bénh nhan cé dot bién gen EGFR thudng gap dat
70,3% va & nhom hiém gap dat 66,7%. Tac dung
khéng mong mudn thudng gadp nhat la tiéu chay
(88,9%) va ban mun trén da (87,1%) chu yéu 6 d6 1
va do 2. Khong c6 bénh nhan nao tir vong do tac
dung phu khong mong muoén. Két luan: Bénh nhan
ung thu phdi khdng t& bao nho giai doan IIIB-IV c6
dot bién gen EGFR diéu tri b&ng Afatinib cho ty 1& dap
(rng cao, dung nap tot.
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To khda: Ung thu phéi khong t€ bao nho, EGFR,
Afatinib.

SUMMARY

EVALUATION OF RESULTS OF AFATINIB
TREATMENT OF STAGE IIIB-IV NON-SMALL
CELL LUNG CANCER WITH EGFR MUTATION

Objective: To evaluate the results Afatinib
treatment in the stage IIIB-IV non-small cell lung
cancer with Afatinib at Bach Mai Hospital. Patients
and methods: 59 advanced and metastatic non-small
cell lung cancer patients with EGFR mutations were
treated with afatinib at the Nuclear Medicine and
Oncology Center, Bach Mai Hospital from January
2019 to April 2021. Results: 76.2% of patients
achieved a complete response, 13.6% of patients
stabilized; disease control rate reached 89.8%.The
response rate for each type of lesion was as follows:
Primary lung tumor (68.5%); contralateral Ilung
metastases  (65.3%); central nervous system
metastasis (80%); adrenal metastases (66.7%); liver
metastases (71.4%). The response rate in the group
of patients with common EGFR mutations was 70.3%
and in the rare group was 66.7%. The most common
adverse effects were diarrhea (88.9%) and acne skin
rash (87.1%) mainly in grade 1 and grade 2. No
patient died from unwanted side effects. Conclusions:
Patients with stage IIIB-IV non-small cell lung cancer
with EGFR gene mutations treated with Afatinib have
a high response rate and good tolerability.

Keywords: Non Small Cell Lung Cancer, EGFR,
Afatinib.

I. DAT VAN DE

Ung thu phdi 18 mdt trong nhitng loai ung thu
co ty Ié mac mdi va ty Ié t&r vong cao nhét trén
thé gidi. Theo GLOBOCAN 2020[1], udc tinh c6
khoang 2.2 triéu trudng hop mdc mdi ung thu
phdi, chiém 11.4% t6ng s6 cac trudng hgp mac
ung thu mdi. Va mac du cac phuong phap diéu
tri ngay cang phéat trién thi ty 1€ t&r vong do ung
thu van rat cao, ngay ca & nhiing nudc phat
trién. UGc tinh ndm 2020, cé khoang 1.76 triéu
trudng hop tir vong do ung thu phdi, chiém tdi
18.4% cac trudng hgp t& vong do ung thu ndi
chung. Tai Viét Nam, ung thu phdi dfng hang
thr 2 sau ung thu gan, udc tinh nam 2020 co
hon 23 000 ca mdc mdi, chiém 14.4% va hon 16
700 ca tor vong, chiém 18.4% [1]. Nhitng nam
gan day, véi nhitng tién bd mdi trong nghlen ciu
con dudng dan truyén tin hiéu t& bao cung nhu
cac dich phan t&r nhat la cac tac nhan Uc ché
Tyrosin kinase tac déng 1én yéu t& phat trién
bi€u bi EGFR (Epidermal Growth Factor
Receptor) da lam thay d6i dang ké tién lugng va
thdi gian s6ng bénh khong tién trién cla nhiing
bénh nhan ung thu phdi giai doan mudn. Hon
nita, ty 1& dot bi€én gen EGFR & ngudi chau A
ch|em ty 16 khd cao so vdi ngudi chau Au va

chdu My La tinh nén vai trd clia cac thuGe Uc ché
tyrosin kinase (TKIs) lai cang dugc khang dinh
Afatinib la mét trong nhitng thuéc TKIs dugc
chdp thuén trong diéu tri ung thu phéi. Pay la
thudc TKIs thé hé 2, dugc FDA Hoa Ky chap
thuén cho chi dinh diéu tri ung thu phdi khdng t&
bao nho giai doan tién xa di can c6 dét bién gen
EGFR tur thang 7/2013. Chinh vi thé, chldng t6i
ti€n hanh dé tai nay v8i muc tiéu: Panh gid két
qua diéu tri ung thu’ phdi khéng té bao nho giai
doan IIIB-1V co dot bién gen EGFR bang Afatinib
tai Bénh vién Bach Mai

Il. DOl TUQONG VA PHU'ONG PHAP NGHIEN CU'U
PoOi tudgng nghién ciru: Cac bénh nhéan
UTPKTBN c6 dot bién EGFR giai doan tién xa va
di cdn dudc diéu tri bdng thudc Afatinib tai Trung
tdm Y hoc hat nhan va Ung budu, bénh vién
Bach Mai tlr thang 1/2019 dén thang 4/2021

Tiéu chudn lua chon bénh nhén

- Bénh nhan dugc chdn doan UTPKTBN loai
ung thu bi€u md tuyén, giai doan IIIB va giai
doan IV (AJCC 2018).

- C6 dot bién EGFR loai nhay cam vdi thudc
Afatinib.

- Pudc diéu tri budc mot bang Afatinib 40mg,
udéng 01 vién/ngay trong thgi gian it nhat 03
thang tinh dén thdi diém két thuc nghién cdu.

- banh gia chi s6 toan trang trudc diéu tri
(ECOG): 0, 1, 2

- Tudi > 18.

Tiéu chudn loai trir

- Khdng dap ’ng mdt trong cac tiéu chun
Iua chon.

- C6 ung thu khac phéi hgp dd dugdc chén
doan xac dinh.

- Bénh nhan khong dong y tham gia nghién cuu.

- Khong cé day da thong tin trong ho so
bénh an.

Phucng phap nghién ciru: Nghién ciu mé
ta hdi cru va tién ctru qua.

Xir' ly va phén tich sé liéu: SIr dung phan
mém SPSS version 20.0 cho cac phan tich thong ké.
. KET QUA NGHIEN CUU

Diéc diém tudi bénh nhén
Bang 1: bac diém tuéi bénh nhén

Nhém tudi (n=59) Ty l1é %
<50 10,2
51-70 71,2
> 70 18,6
Tong 100

Tudi trung binh 62,0£8,7

Nhén xét: Tudi thu’dng gdp cta nhoém bénh
nhan nghlen clu la tir 51 dén 70 tudi (71, 2%)
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Gidi tinh

49.2% 50.8%

Biéu dé 1. Pic diém gidi tinh cua nhom
bénh nhan (p<0,001)
Nhan xét: Ty |€ nam/ n{t trong nhom bénh
nhan nghién ctru la 1,03.
Chi s6 toan trang
Bang 2. Pac diém chi sé toan trang

¢6 9 bénh nhan chiém 15,2%.
Tinh trang di can xa
Bang 5. Vi tri di can

S0 bénh nhan co di

Ty 18

Vitridican | <, /°50 bénh nhan | (%)
Mang phoi 12 20,3
Phoi d6i bén 21 35,6
Nao 12 20,3
Xuang 21 35,6
Thugng than 6 10,2
Gan 7 11,9

Nhan xét: Ty 1 di cdn xuong va di can phoi
ddi bén chiém ty I€ cao nhat la 35,6%, ti€p dén
la di cdn mang phoi, di cdn ndo chiém 20,3%, ty
Ié di can thugng than ty 1€ thap nhat chiém 10,2%.

Xét nghiém dot bién

Bang 6. Xét nghiém dét bién gen

i s6 toa 5 bé o S6 bénh| .. ..
Chlt::nt;an S?,ﬁg:h Ty le (%) Tinh trang dot bién EGFR | nhan IX/‘:?
PS0 21 35,5 ] (n)

PS 1 27 45,7 DOt bién xda doan exon 19 25 42,4

PS 2 11 18,8 DOt bién L858R trén exon 21 19 32,2

Tong 59 100 Dot bién G719X trén exon 18 4 6,8
Nhdn xét: Pa s6 bénh nhan trong nhom Dot bién S768I trén exon 20 3 5,1
nghién cttu c6 chi s6 toan trang PS 0-1, cu thé Dot bién L861Q trén Exon 21 3 51
PS 0 chiém 35,5%, PS 1 chiém 45,7% DOt bién G719S trén exon 18 5 8,4
Ly do vao vién Tong 59 | 100

Bang 3. Ly do vao vién

Nhan xét: Trong nhém bénh nhan nghién

ia ; SO bénh Ty € clru dot bién xda doan trén exon 19 13 phd bién
Trieu churng nhan'(n) | (%) | nhit chidm 42,4%, tiép dén 1 dot bién L858R
Ho keo dai 16,9 trén exon 21 chiém 32,2%. Con lai la cac dot
Ho ra mau 7 11,8 bién hiém gap.
bau nguc 20 33,8 Xét nghiém chat chi diém khéi u
G“KhO 'tth g ‘-; ﬁlg Bang 7. Xét nghiém chét chi diém khéi u CEA
ay sut can ! ‘A ~ SO bénh Ty lé
Khac 6 10,5 Néng d6 (ng/ml) | HLPF0N | (o)
Tong 59 100 <5.00 11 18,6
Nhan xét: BEnh nhan vao vién vdi ly do dau 5.01 - 20.00 11 18,6
nguc chiém ty |é cao nhat 33,8%, tiép dén la ho > 20 37 62,7
kéo dai chiém 16,9%, khé thé chiém 15,2%. K TOGQQCEA 59 100
Pac diém khdi u nguyén phat ong do +
Bang 4. Péc diém vé kich thudc cua khoi trung binh (ng/ml) 289,65 1304

u nguyén phat

Nhan xét: Ty |é bénh nhan co nong do CEA

. S6bénh | Tylé | trén 20ng/ml chiém ty 1€ cao nhat 62,7%. Nong
. bac diem nhan(n) | % dd CEA trung binh lic chan doan ctia nhdm bénh
feP T1 5 8,5 nhan nghién ctu 14 289,65 £130,4 (ng/ml)
g T2 15 25,4 Két qua diéu tri
T3 28 47,4 Bang 8. Thai gian su’ dung thuéc
T4 11 18,7 Trung Mi M
. . [ _Trung that 11 18,6 binh n ax
Xam | €O | Thanh nauc 9 152 (thang)| (thang) (thang)
Khong 39 66,2 Thoi gian st At 343 | 277
Nhan xét: Pa so u xép loai T3, T4 cu thé so dung thudc (thang) | 6,1 ! !

bénh nhan c6 T3 la 28 chiém ty |é cao nhat vdi
47,4%. C6 11 trudng hgp bénh nhan xam lan
trung that chiém 18,6%; u xam lan thanh nguc
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Nhan xét: ThaGi gian sir dung thudc trung
binh ciia nhém bénh nhan nghién ciu la 12,4
thang, thdi gian ngan nhat la 3,83 thang, dai
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nhat la 27,7 thang.
Pap irng chu quan
vie%

50

30
20
0 -

Hét hoan toan tri ong thay ddi Ning hon
Mucdodapung

Biéu dé 2. Ty Ié bénh nhan theo mic dé
dap irng diéu tri chu quan (n=59)

Nhadn xét: Trong nhom bénh nhan nghién
cttu c6 49,2% bénh nhan cé dap L'rng cht quan
mot phan 30,5% bénh nhan dap Ung chd quan
hoan toan, 16 9% bénh nhan co bénh on dinh,
va 3,4% benh nhan bénh tién trién.

Bép rng khach quan

Bang 9. Pap ung khach quan

u chimg Giam mdt phn tri

. S0 bénh Ty lé

bap ung nhan(n) | (%)

Pap Ung hoan toan 12 20,3
Dap Ung mét phan 33 55,9
Bénh gilr nguyén 8 13,6
Bénh tién tri€én 6 10,2
Tong 59 100

Nhan xét: 76,2% bénh nhan dat dap Ung
chung, trong dé dap 'ng hoan toan 20,3%, dap
(rng mét phan 55,9%.

Ty Ié kiém soat bénh

= Ty lé kiém so4t bénh = Bénh tiéntrién

Biéu do 3. Ty Ié kiém soat bénh
Nhan xét: Trong nhdm bénh nhan nghién
clru ty 1& kiém soat bénh dat 89,8%, ¢ 10,2 %
bénh nhan bénh tién trién
Ty lé dap *ng cua tirng nhom bénh nhan
trong nghién ciru

Pap Ung ®Khong Pap Ung

31,5 34,7 20,0 33,3 28,6

T 6%

100%
90%
80%
70%
60%
50%
40%
30%
20%
10%

0%

80,

68,5 65,3 66, 71,

U Phéi Phéi P6i Bén  Thin Kiph TW  Thugng Than Gan

Vi tri ton thuong

Biéu db 4. Ty Ié dap ung cho tung vi tri ton thuong
Nh3n xét: Hau hét cac bénh nhan déu dat

dap Ung, tai ndo la cao nhat 80%, ti€p dén tai

gan 71,4%.

Pap (rng lién quan tdi tinh trang dot bién gen EGFR
Bang 10. Bap ung theo tinh trang dot bién gen EGFR

Ti l1é dap ('ng Pap Uing Khdng dap ng Tong
Yéu to
lién quan n % n % n %
Dot bién thuGng gap 35 79,5 9 20,5 44 100
Dot bién hi€ém gap 10 66,7 5 33,3 15 100
Tong (N=59) a5 76,2 14 23,8 59 | 100

Nhan xét: Ty 1€ dap ’ng trén nhdm bénh nhan cd dot bién gen EGFR thudng gap la 79,5% vdi
35/44 bénh nhan ¢ dap ng. Ty |é dap ’ng trén nhdm bénh nhan cé dét bi€n gen EGFR hiém gap la

66,7%, vGi 10/15 bénh nhan c6 dap Ung.

Pap irng lién quan téi nhém dot bién EGFR thudng gap

Bang 11. Ty Ié dap ung tai Exon 19 DEL va Exon 21 L858R

Tylé dap dng | Pap U'ng Khong dap Ung Tong
P
Yéu t6 lién quan n % n % n %
DOt bién Exon 19 DEL 22 88 3 22 25 100
bot biép Exon 21 L858R 13 68,4 6 31,6 19 100 0,406
Tong (n=44) 35 79,5 9 20,5 44 100

Nhan xét: Ty & dap Ung tai vi tri dot bién Exon 19 DEL la 88% cao hon tai Exon 21 L858R
(68,4%) la cd su khac biét, tuy nhién su’ khac biét nay khéng cé y nghia thong ké véi p=0,406.
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Tac dung khong mong mudn thudng gap

TV 1§ %

11,1

100% - .
90%
0% 16,7
0%
60%
50%
40%
30%
20%
10%

0%

Tiéu Chay BanMun  Kho da/ngira Mét Moi Viém Migng Viém K&

Méng

Tac dyng khong mong muén
BP0 "Bl P2 WPH3

Biéu dé 3.7. Tac dung khéng mong muén
thuong gap

Nhén xét: Tac dung khong mong mudn
thuGng gap nhat la tiéu chay véi 88,9% ti€p dén
la ban da dang mun chiém 87,1%, viém ké mong
chiém 46,3%. Pa sb cac tac dung phu déu & do 1,
va do 2.

IV. BAN LUAN

Nghién ctu clia chdng toi trén 59 bénh nhan
méc ung thu phdi khéng t€ bao nhd giai doan
IIIB-IV c6 dot bién gen EGFR dudc diéu tri bang
thuc Afatinib. Tui trung binh clla nhém bénh
nhan nghién cu 1a 62 tudi, va nhdm tudi chiém
ty 18 cao nhét Ia nhdm tir 51 dén 70 tudi, chiém ty
Ié 71,2%. Ty 1& nif 13 49,2% nam 1a 50,8%.
Nghién cltu cla Nguyén Hoai Nga, Tran Van
Thu&n, BUi Diéu va CS (2011, n = 11.555) [2] cho
thdy, ty 1& bénh nhan trén 40 tudi mac ung thu
phéi & 94,6%. Cac nghién cltu trén thé& gidi déu
ghi nhan rang, nam gidi co ty Ié mac UTP cao han
nir gidi. Ty I&é nam/nit dao dong tir 2,5 - 4/1.
Nghién c(fu clia ching t6i lai cho thay s6 bénh
nhan nam nhiéu han nir nhung khong qua chénh
léch. Diéu nay co thé giai thich do nit gidi co ty Ié
dét bién EGFR cao hon 6 nam gigi, dac biét la
nhdm nif khéng hdt thudc, phd bién tai cac nudc
phugdng Dong trong dé c6 Viét Nam [3]. Chinh vi
vy, ty |1é bénh nhan nit dugc diéu tri bang thudc
nhdm triing dich trong nghién cliu nay cao.

Chi s0 toan trang la yéu t6 rat quan trong
trong viéc luva chon phudng phap diéu tri cho
bénh nhan ung thu phéi khong t& bao nho ciing
nhu danh gia tinh trang stic khoe ctia bénh nhan
t6t Ién hay xau di trong qua trinh diéu tri.

Trong nghién clftu cta ching t6i, nhdm bénh
nhéan cé chi s6 PS = 0 va PS = 1 chiém 81,2%.

Bi€u hién 1dm sang cla ung thu phdi rat da
dang. Cac triéu chirng giai doan dau cla ung thu
phéi rdt nghéo nan, it déc hiéu rat khé phan biét
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vGi viém phé& quan, lao phdi va dugc diéu tri
khéng dung hudng trong mot thdi gian dai cho
dén khi trieu chirng nang hon mdi chu y dén
chan doan theo hudng ung thu phéi. Do dé bénh
nhan thudng di kham khi da cd triéu ching,
trong nghién ctu cla ching téi ly do dén kham
phd bién nhat 1& dau nguc chiém 33,8%, tiép
theo la ho kéo dai 16,9% va ho ra mau chiém
11,8%. Trong nghién ctu cta ching t6i ty 1€
khoi u xép loai T2 va T3 chiém ty |é cao nhat
91,5%, két qua clia chung t6i cao hon vdi két
qua cla mot s6 tac gia khac vdi ty 1€ gap nhiéu
nhat trong nhdm bénh nhan cé kich thudc khéi u
T2, T3 la 64,8% va 66,1%. Khi phan tich cac dac
diém di cdn cho thdy: di cdn phdi ddi bén gap
nhiéu nhat véi 21 bénh nhan chiém 35,6%, cac
vi tri thudng gap ti€p theo la di can xuang véi ty
Ié 35,6% tiép dén la di cdn mang phdi chiém
20,3%. Két qué nay tuang du‘dng vai ty 1€ gép di
can cta mot s nghlen clu cua Lé Thu Ha véi ty
€ di can ph0| mang phdi va xuong van 13 phd
bién nhat véi cac ty Ié [an lugt la 49,4%, 46,5%
va 43% [4]. Cac vi tri di can it gap hon trong
nghién clu nay gom coé ndo (18,5%), gan
(13,0%), thugng than (16,7%). Trong nghién
ctu cta chdng t6i cd 25 bénh nhan mang dot
bién gen thudng gap la exon 19 DEL chiém ty |é
42,4% va exon 21 L858R chiém ty Ié 32,2%.
khong cé trudng hgp bénh nhan nao mang dot
bién gen trén ca 2 exon 19 va 21. Két qua nay
tuong tu nhu két qua cta nhiéu nghién ciu &
Viét Nam va trén thé gigi. O Viét Nam, nghién
cru ctia Lé Thu Ha cho thay ty |é dot bién gen
cla exon 19 la 67,1% [4]. Theo nghién clu
Pioneer ty 1€ dot bién gen EGFR tai Viét Nam la
64,2% trong do 47,8% la dot bién tai exon 19 va
45,1% cb dot bién tai exon 21, con lai la cac dot
bién hiém gdp khac. Viéc danh gia diéu tri dua
vao theo ddi Idm sang, chan doan hinh anh, xét
nghiém cén lam sang va cach danh gia dua theo
tiéu chuadn Recist 1.1. Ciing giéng nhu viéc danh
gia diéu tri hda chat véi ung thu phdi, danh gia
hiéu qua diéu tri Afatinib dugc danh gid théng
qua ty s6 kiém soat bénh (ty |é dap ing + ty 1é
bénh gilr nguyén). Trong nghién clfu cla ching
t6i cd 59 bénh nhan, thi ty 1é dap i'ng mot phan
chiém ty Ié cao nhat véi 33 bénh nhan (55,9%),
8 bénh nhan bénh gilr nguyén (13,6%), 12 bénh
nhan bénh dap U'ng hoan toan (20,3%), 6 bénh
nhan bénh tién trién (10,2%). Qua do gilp xac dinh:

- Ty |é bénh dap Ung véi diéu tri (bénh dap
Ung hoan toan + dap ing mot phan) la 76,2%.

- Ty 1€ kiém soat bénh (dap (ng hoan toan +
dap ng mét phan + bénh gilr nguyén) la 89,9%.
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Két qua nghién clfu cua chung téi tuong
dugng véi nghién clru LUXLUNG 3, LUXLUNG 6
va LUXLUNG 7 vdi ty |Ié dap Uing (ORR) va ty Ié
ki€m soat bénh (DCR) lan lugt la 56% va 90%
[5]; 67% va 93% [6]; 70% va 91,3%. Két qua
nay cling tugng déng véi mot sd nghién clu
ngoai doi thuc vé ty 1€ dap Uing (ORR) nhu
nghién ctru cua tac gid Liang va CS (2018) la
69,5% [7]; Panh gia ty Ié dap Ung theo vi tri di
can, trong nghién clu cta chdng t6i, ty 1€ dap
('ng ddi vdi ton thuong phéi ddi bén la 65,3%,
déi véi tén thuong ndo 1a 80% ddi vai tén
thuang thugng than 1a 66,7% va tdn thuong gan
la 71,4%. Qua day ching ta ¢ thé thdy dudgc
blc tranh toan canh vé dap (ng diéu tri cua
nhém bénh nhan trong nghién cltu ung thu phdi
bi€u md tuyén, giai doan IV, c6 dot bién gen
EGFR vdi TKIs thé hé 2 Afatinib.

Két qua nghién cru clia chung t6i cho ty I€
dap Ung cta nhdm bénh nhan cé dot bi€én gen
EGFR thudng gap dat 79,5%. Trong d6 nhom
bénh nhan co vi tri dot bién & exon 19 DEL cb ty
|é€ dap Ung cao han nhdm bénh nhan co vi tri dot
bién & exon 21 L858R (88% so Vdi 68,4%), tuy
nhién sy khac biét nay khéng c6 y nghia théng
ké vGi p=0,406. Két qua nay ciing tuang ducng
vGi nghién cfu LUXLUNG 3,6,7 véi ty € dap Ung
[an lugt 56%,67%,70%. Nghién clru cua ching
toi cho két qua tudng tu nhu tac gia Lé Thu Ha
(2017) [4] khi ty 1& dap Ung v&i bénh nhan cb
dot bién gen exon 19 cao han dot bién gen exon
21 (42,6% so VGi 29%) nhung sy khac biét
khong co y nghia théng ké véi p=0,157 [8]. Trén
thé gidi két qua nghién cu LUXLUNG 7 vé ty |é
dap ang & nhdm bénh nhan co vi tri dot bién
exon 19 DEL va exon 21 L858R ciling cho két qua
tuang tu vai két qua [an lugt la 75% va 69%.

Trong nghién clfu cla ching t6i c6 15 bénh
nhan dét bién gen EGFR hiém gap. Trong do s6
bénh nhan cé dap ng la 10 bénh nhan chiém ty
Ié 66,7%. K&t qua nay trong nghién clu cua
chlng to6i tugng duong vdi nghién clfu cla Yang
va CS (2015) [6] khi phan tich gop nhém bénh
nhan cé dot bién EGFR hiém gap tir cac nghién
cfu LUXLUNG 2,3 va 6 vGi ty Ié dap Ung la
71,1%, xét riéng dap Ung ting vi tri dot bién
nhu sau: exon 18 G719X (78%); exon 21 L816Q
(56%); exon 20 S768I (100%). Afatinib cd hiéu
qua trén cac bénh nhan dét bién hiém dac biét
cac dot bién G719X, L861Q, va S768I dugc xem
la it dap Ung véi TKIs thé hé 1 [9]. Trudc day,
ung thu phéi khdng t& bao nhé giai doan di cin
la kho khan do hiéu qua dap (ng diéu tri hoa
chat con han ché va céc tac dung phu nhiéu.

Ngay nay, cac thudc diéu tri nhdm tring dich
TKIs da gilp giai quyét kha tot cac khé khan
trén: hiéu qua diéu tri tang cao hon, cac tac
dung phu nhe nhang han. Nhin chung khi phan
tich cac tac dung khong mong mudn cuta Afatinib
thudng gdp nhat la cac doc tinh dudng tiéu hoa,
trén da, niém mac va do thudc thai trir qua gan,
than nén ciling can luu y cac tac dung phu nén 2
co quan nay. Trong nghién clu clia chdng toi,
cho thay tac dung khong mong muén hay gap
nhat khi diéu tri Afatinib Ia tiéu chay chiém ty Ié
88,9% & tat cad cac do, trong d6 do 3 chiém
11,1%, khong gap do 4. Ban da dang mun chiém
ty 1€ 87,1% trong d6 d6 3 chiém 9,3%, khéng
gap do 4. Tac dung khong mong mudn khac nhu
khé da, mét mdi, viém miéng va viém ké mdng
chiém ty 1é lan lugt la: 31,5%, 38,8%, 27,8%,
68,5% va 48,1%. Cac tac dung khong mong
mudn hau hét & mdc dé nhe, do III va 1V la rat
it gap. Nhu vdy, nhin chung diéu tri bang
Afatinib cho bénh nhén ung thu phdi khdng té
bao nho la an toan, it tac dung phu.

V. KET LUAN

Ty Ié dap Ung chung toan b la 76,2%); bénh gilr
nguyén la 13,6%; ty 1& kim soat bénh dat 89,8%.

Tac dung khong mong muGn thuGng gap
nhat la tiéu chay (88,9%) va ban mun trén da
(87,1%) chu yéu & d6 1 va do 2. Khéng cd bénh
nhan nao tr vong do tac dung phu khdng mong
mudn.
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XAC PINH TRUNG VI CUA CAC BIOMARKER TRONG TAM SOAT LECH
BOI QUY 1 THAI KI TAI BENH VIEN PAI HOC Y DUQ’'C TP. HO CHi MINH

Nguyén Thi Hwong Xuan*, Trin Nhit Thing**

TOM TAT

Pat van dé: Thay dGi néng dd PAPP-A va free
beta-hCG (fB-hCG) trong mau me dugc chirng minh la
co lién quan dén nguy cd mac hoi chiing Down G thai
nhi. M6t s6 nghién c(fu cho thdy trung vi hai chat nay
thay ddi theo chiing téc va khong the giai thich dugc
bdng hiéu chinh can ndang me. Moi dan toc nén co gia
tri tham chiéu riéng cho dan s6 minh. Muc tiéu: Xac
dinh gia tri trung vi cia PAPP-A va fB-hCG cla dan s6
dai hoc Y Dugc Tp. H6 Chi Minh (PHYD). Phucng
phap: Nghién cltu béo cdo loat ca hoi va ti€n ciu
2873 thai phu dén kham tai daon vi chan doan trudc
sanh bénh vién DHYD TP. H6 Chi Minh dugc sang loc
qui 1 thai ki bdng combined test. K&t qua: Trung vi
dy doan: PAPP-A=214,3 - 5,384 x (ngay tudi thai) +
0,03415 x (ngay tudi thai)? r=0,9677; f8-hCG = 107
(-0,06799 x (ngay tudi thai) + 7,581) r= 0,991; Mo
hinh diéu MoM theo can ndng me: PAPP-A MoM hiéu
chinh = 0,3628*EXP(0,01705*can nang Kg); fB-hCG
MoM hiéu chinh = 1,665*EXP(-0,005857*can nang
Kg); Trung vi MoM PAPP-A khi sir dung mo hinh dac
trung cho dan s6 DHYD la 0,896 khac biét vdi trung vi
MoM PAPP-A khi sir dung mo6 hinh clia FMF la 1,064
(95% CI, p< 0.05). Trung vi MoM fB-hCG khi st dung
moé hinh ddc trung cho dan s6 DHYD la 1,221 khac
biét vdi trung vi MoM fB-hCG khi str dung mé hinh cla
FMF 13 1,433 (95% CI, p< 0.05). So sanh hai mé
hinh: Ti Ié duong tinh cua test sang loc khi ap dung
MoM- FMF la 7,62%.Ti I&é duang tinh cua test sang loc
khi d4p dung MoM-DHYD la 8,8%. Khi dap dung MoM-
DHYD: Ti |é phat hién la 100%. Ti Ié tién doan
duong: 7,11%; Ti |é duong gia: 8,18%. K&t luan:
Moi chiing toc nén ap dung gia tri trung vi PAPP-A va
fB-hCG riéng cua dan s6 minh cho sang loc léch bdi ba
thang dau thai ki bang combined test.

Tur khoa: Chung toc, hdi chiing Down, sang loc
trudc sanh, ba thang dau, PAPP-A, Free beta-hCG
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SUMMARY
DETERMINATION OF THE MEDIAN LEVELS
OF SERUM BIOMARKERS IN THE FIRST
TRIMESTER SCREENING PROGRAM IN
PREGNAN WOMEN OF UNIVERSITY
MEDICAL CENTER HOSPITAL
Background: Low serum concentrations of
pregnancy-associated plasma protein-A (PAPP-A) and
increased levels of free B-human chorionic
gonadotropin (fB-hCG) at 11-13 weeks 6 days of
pregnancy are associated with an increased risk of
fetal Down syndrome (trisomy 21). Several studies
indicated that the serum concentrations of PAPP-A and
fB-hCG present during pregnancy were different
between ethnicities and the difference could not be
compensated by weight correction. All ethnic groups
should have their own reference ranges of these 2
serum biomarkers. Objective: to determine median
level for serum levels of PAPP-A and fB-hCG in the
UMC population. Methods: The study reported a
series of retrospective and prospective cases of 2873
pregnant women who visited the prenatal diagnosis
unit of the University of Medicine and Pharmacy
Hospital in Ho Chi Minh City was screened for the first
trimester of pregnancy by combined test. Results:
UMC reference ranges of PAPP-A and fB-hCG were
established by gestational age (77-97 days). The
equation of best fit for PAPP-A was: predicted median
PAPP-A level=214,3-5,384 x (gestational age in days)
+ 0,03415 x (gestational age in days)?; r=0,9677. The
equation of best fit for fB-hCG was: predicted median
fB-hCG level=10" (-0,06799 x (gestational age in
days) + 7,581); r= 0,991. Weight-corrected models
were also derived for each biomarker. PAPP-A MoM
corrected= 0,3628*EXP(0,01705*weight Kg); fB-hCG
MoM corrected = 1,665*EXP(-0,005857*weight Kg).
The median MoM PAPP-A when using the UMC-specific
model was 0,896, and the median MoM PAPP-A when
using the FMF model was 1,064 (95% CI, p < 0.05).
The median MoM fB-hCG when using the UMC-specific
model was 1,221, and the median MoM fB-hCG when
using the FMF model was 1,433 (95% CI, p<0,05).
The UMC-specific reference ranges gave higher
positive screening rates than the FMF model, even



