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SONG THEM TOAN BQ VA MOT SO YEU TO ANH HWONG TREN
BENH NHAN UNG THU PHOI GIAI DOAN IV BIEU TRI
KHANG EGFR SAU HOA CHAT BUO'C MOT

TOM TAT

Muc tleu banh gia thdi gian song them toan bo
va mot s6 yeu té anh hu‘dng dén thai _gian séng thém
toan bd trén bénh nhan ung thu phéi khdng t& bao
nhd (UTPKTBN) giai doan IV dugc diéu tri khang EGFR
sau hoa chat bugc mot. D6i tugng nghién ciru: 40
BN dugc chan doéan UTPTBN giai doan 1V, dugc diéu
tri erlotinib dudng udng sau 4-6 chu ki héa tri b0 doi
cd platinum tir 1/2016 dén 06/2022 tai Bénh vién K.
Phucong phap nghién ciru: Mo ta héi citu két hop
tién clru. K&t qua: Thdi gian STTB trung binh la 29,4
+ 2,4 thang, trung vi la 27 + 4,5 thang. Thdi gian
STTB cao han & nhom bénh nhan cé dot bién EGFR &
exon 19 va cd tac dung phu trén da & bénh nhéan
UTPKTBN. Két luan: Erlotinib gilp cai thién thdi gian
song thém toan bd va cd lién quan dén vi tri dot bién
EGFR va tac dung phu trén da.

Tur khoa: Song thém toan b, yéu t6 anh hudng,
ung thu phéi, khang EGFR.

SUMMARY
OVERALL SURVIVAL AND SOME FACTORS
AFFECTING IN STAGE IV LUNG CANCER
TREATED ANTI-EGFR AFTER FIRST-LINE
CHEMOTHERAPY
Aims: Evaluation of the overall survival time and
some factors affecting the overall survival in stage IV
non-small cell lung cancer patients treated with anti-
EGFR after first-line chemotherapy. Research
subject: 40 patients were diagnosed stage IV non-
small cell lung cancer, received oral erlotinib after 4-6
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cycles platinum-containing regimen chemotherapy at
National Cancer Hospital from January 2016 to June
2022. Patients and Methods: Retrospective
combined prospective study. Results: The average
0OS was 29,4 = 2,4 months, the median OS was 27 *
4,5 months. Higher OS in patients have EGFR-mutated
gene in exon 19 and skin side effects in patients with
NSCLC. Conclusion: Erlotinib improves overall
survival and is related to EGFR mutation site and skin
side effects.

Keywords: Overall survival, factors affecting, lung
cancer, anti-EGFR.

I. DAT VAN PE

Ung thu phéi (UTP) 13 loai ung thu phé bién
va la nguyén nhdn gay tr vong do ung thu
thudng gap nhat. biéu tri UTP giai doan muon la
diéu tri toan than do tinh chat lan tran cta bénh.
Trude day, diéu tri UTP giai doan mudn (giai
doan IIIB-IV hay tai phat, di can) hoa tri toan
than la phuong phap diéu tri chi yéu, gitp kéo
dai thoi gian sdng thém va cai thién chat lugng
song cho bénh nhan [1]. Trong nhitng ndm gan
day, nhirng ti€n bo trong diéu tri dua trén sinh
hoc phan tir d&@ md ra nhitng trién vong cai thién
két qua diéu tri UTP giai doan mudn [2],[3]. Cac
thudc diéu tri nhdm vao dich phan tir cta t€ bao
cho hiéu qua cao nhd tinh chon loc trén tirng ca
thé va han ché& ddc tinh trén tuy xuong so vdi
thuGc gay doc té bao. Vai tro cua erlotinib da
dugc khdng dinh gilp kéo dai thdi gian sdng
thém toan bd (STTB) va sdng thém khong ti€n
tri€n cho BN ung thu phdi khdng t&€ bao nho, k&
ca diéu tri ngay tUr dau hay sau khi diéu tri hoa
chat budc mot, dac biét trén bénh nhan cd dot
bién EGFR [4],[5]. Hién nay, chua co nhiéu
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nghién clu danh gid song thém toan b trén
bénh nhan ung thu phdi diéu tri khang EGFR sau
hda chat budc mot. Vi vay, chdng t6i thuc hién
nghién clru nay véi muc tiéu: Panh gid thoi gian
séng thém toan bo va mot sé yéu té anh hudng
trén bénh nhén ung thu phdi giai doan 1V diéu tri
khang EGFR sau hoa chat buGc mét.

II. DOl TUQONG VA PHUONG PHAP NGHIEN CU'U

2.1 Poi tuogng nghién ciru. Gom cac BN
dugc chan doan UTPTBN giai doan 1V, dudc diéu
tri erlotinib dudng uéng sau 4-6 chu ki héa tri bo
doi cd platinum tr 01/2016 dén 06/2022 tai
Bénh vién K.

Tiéu chuan lua chon bénh nhén

- Tudi: 18 tudi trg Ién

- Chan dodn xac dinh UTPKTBN giai doan IV
(theo tiéu chudn AJCC 2017)

- Co dot bién gen EGFR mat doan & exon 19,
dot bién diém L858R & exon 21 hodc ddt bién
kép co6 chra it nhat 1 trong 2 dot bién trén.

- Thé trang PS < 2.

- Cac trudng hdp di cén ndo can xa tri ndo, di
can tuy song coé chen ép tdy can dugc phau
thuat giadi ép va khong liét, khong roi loan co
tron trudce khi uéng thudc

- Diéu tri 4-6 chu ki hda tri budc mot phac do
b ddi cé platinum

- Diéu tri thudc erlotinib it nhat 3 thang sau
4-6 chu ki héa tri budc mét tinh dén thdi diém
két thdc nghién ctu

- Co ho sd luu trir day du.

Tiéu chuan loai tri’ bénh nhan

- Méc ung thu th 2

- Bénh nhan di ing véi thudc

- Cac bénh ly cdp tinh c6 nguy cd tir vong gan
(nh6i mau cg tim trong vong 6 thang, tai bién
mach mau ndo trong vong 6 thang...)

- BN bd da diéu tri khong vi ly do chuyén mon
(khi bénh chua tién trién va khdng c6 tac dung
phu tram trong) hay tur chGi hgp tac, khong theo
doi dugc.

2.2 Phuaong phap nghién ciru

Thiét k€ nghién ctru

M6 ta hoi citu két hgp ti€én clu

Phuang phap thu thap s6 liéu

_Thu thap sb liéu, thdng tin bénh nhan theo
mau bénh an nghién cltu dua trén cac ghi nhan
trén ho so bénh an

Céc tiéu chuan ap dung trong nghién clu:

- Danh gia giai doan bénh TNM theo AJCC 2017

- Danh gid chi s6 toan trang theo ECOG
(Eastern Cooperative Oncology Group)
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- M6 bénh hoc: sir dung phan loai mé bénh
hoc trong UTP cua WHO nam 2015 [6]. S&r dung
cac két qua dudc doc tai Trung tam gidi phau
bénh-té€ bao hoc bénh vién K.

- Panh gid thdi gian sdng thém dua vao
thong tin tinh trang bénh nhan thu dugc qua ho
sd bénh an, goi dién thoai hoac kham lai theo
hen tai bénh vién.

2.3 Cac budc tién hanh

Thu thap thong tin trudc diéu tri

- Tudi, gidi

- Tién st hat thudc 13, thuoc lao

- banh gia toan trang bénh nhan trudc khi
diéu tri dua theo chi s6 ECOG

- Xét nghiém dét bién gen EGFR

- C3t I8p vi tinh 16ng nguc

- X&c dinh di c&n: C3t I8p vi tinh & bung, xa
hinh xuang, MRI so ndo, PET-CT

Tién hanh diéu tri

- Thu6c dung trong nghién clu la Tarceva
(erlotinib), ham Ilugng 150mg cla nha san xuat
Hoffmann-La Roche (Thuy Si).

- Liéu lugng: 150mg/ngay dung dudng udng,
uéng lién tuc ngay 1 lan (1 vién 150mg) cho
dén khi tién trién rd rét trén 1dam sang va chan
doan hinh anh hay c6 tac dung phu nang. U6ng
1 tiéng trudc an hodc sau an 2 ti€éng, khong hit
thudc Ia trong thdi gian diéu tri thudc.

- Sau mOi dgt diéu tri (1thang) bénh nhan
dugc kham lai d€ danh gid 1dm sang, can 1dm
sang va cac tac dung khdng mong muén dé cé
thé diéu chinh liéu thubc trudng hop nang cho
thich hgp. )

- Tat ca bénh nhan trong nghién clfu sau moi
3 dot (3 thang) diéu tri hay khi cd triéu chirng
nghi ngd trén lam sang déu dugc danh gia dap
Ung ldm sang va can lam sang, néu bénh tién
trién cd triéu chiing hay khdng chiu dugc tac
dung phu sau cham séc hoac giam liéu & bat ky
thdi diém nao s& chuyén diéu tri triéu chling, con
lai s& diu tri dén khi bénh tién trién.

Giai thich cho bénh nhan nhiing tac dung phu
khong mong mudn, cach theo doi phat hién va
phong ngtra.

Thu thép thdng tin sau diéu tri d& danh gia
hiéu qua

- Thong qua thdi gian séng thém toan bd dua
vao thong tin tinh trang bénh nhan thu dugc qua
ho sc bénh an, dién thoai hodc qua cac lan tham
kham lai.

- banh gia mai lién quan gilta thai gian s6ng
thém toan bd véi mot s6 yéu to.
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2.4 Xir ly so liéu. Cac s0 liéu thu thap dugc Surviva Punction
ma hda va xtr Iy bang phan mém SPSS 20.0 N

- Phan tich thdi gian song thém dua theo udc [t,
tinh Kaplan-Meier.

- Kiém dinh so sanh su’ khac biét vé kha ning
séng thém vGi mot s6 yéu t6 lién quan bang
kiém dinh Log-rank.

Il. KET QUA NGHIEN cU'U . "

Cum Survival

Biéu dé 1. Thoi gian séng thém toan bé
Bang 1. Thoi gian song thém toan bo

Song thém toan bo
Trung vi Trung binh Min Max 6 thang 1 nam 2 nam
(thang) (thang) (thang) (thang) (%) (%) (%)
27 29,4 9 86 100 92,5 60

Nhdn xét: Thai gian STTB trung binh la 29,4 £ 2,4 (thang), trung vi la 27 + 4,5 thang. STTB 6
thang la: 100%; 1 nam: 92,5%; 12 thang: 60%. _ _

Cum Survival
Cum Survival
I

T T T
a0.00 ®0.00 B0.00 100.00
os

T
2000

os

Biéu dé 2. Thoi gian séng thém toan bo Biéu db 3. Thoi gian séng thém toan bo
theo vi tri dot bién EGFR theo tac dung phu trén da

Bang 2. Thoi gian séng thém toan bo theo vj tri dét bién EGFR
Song thém toan bo
Vi tri dot bién EGFR | Trung vi Min Max 6 thang | 1 nam | 2 nam
(thang) | (thang) | (thang) (%) (%) (%) P
Exon 19 (n =24) 34 10 86 100 91,7 66,7 0.029
Exon 21(n = 16) 19 9 47 100 87,5 37,5 !
Nhdn xét: STTB trung vi 8 nhdm cd dot bién exon 19 cao han nhdm cd dot bién exon 21 (34
thang so vdi 19 thang). Su khac biét c6 y nghia thong ké véi p = 0,029.
Bang 3. Thdi gian séng thém toan bé theo tic dung phu trén da

Téc dung phuy S6ng thém khong bénh v v
trénda Trung vi Min Max 6 thang 1 nam 2 nam p
(thang) | (thang) | (thang) (%) (%) (%)
Cé (n =16) 35 4,0 35,6 100 100 64,7 0.04
Khdng (n = 26) 24 9 86 100 82,6 47,8 !

Nhan xét: O nhom cd tac dung phu trén da: trung vi STTB la 35 thang, cao han cd y nghia so vdi
24 thang & nhdm khong cé tac dung phu trén da (p=0,04).
Bang 4. Phan tich da bién cac yéu té' anh hudng dén séng thém toan bo

veos | wessp | SuE | p | wR | omdned
Tudi (<65, >65) -0,11 0,020 0,576 0,989 0,950-1,029
Gidi (nam, ni¥) -0,924 0,714 0,196 0,397 0,098-1,610
Vi tri exon dot bién -0,955 0,423 0,024 0,385 0,168-0,881
Tién s hat thudc -1,374 0,733 0,061 0,253 0,060-1,065
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Tac dung phu trén da

-0,692 0,386 0,073 0,500

0,235-1,066

Dap U’ng vdi hda chat

0,246 0,714 0,549 1,279

0,573-2,855

Nhan xét: Vi tri dot bién EGFR la yéu to tién lugng doc 1ap anh hudng dén STTB cla BN khi phan

tich da bién (p<0,05).

IV. BAN LUAN

3.1. S6ng thém toan bd. Tai thdi diém két
thdc nghién cltu cé 4/40 BN con song. Thai gian
STTB trung binh la 29,4 + 2,4 thang, trung vi la
27 £ 4,5 thang (ngan nhat: 9 thang; dai nhat:
86 thang). STTB 6 thang, 1 nam va 2 nam lan
lugt la 100%; 92,5% va 60%. Két qua trong
nghién clru nay cao hon hdn so vdi diéu tri hoa
tri. K&t qua nghién cu OPTIMAL cho thay, dGi
vGi BN c6 dot bién EGFR, viéc diéu tri véi thuoc
(rc ché& tyrosin kinase (TKI) & bat ki thdi diém
nao déu coé Igi vé sdng thém han la khong diéu
tri. Hai nhdm diéu tri TKIs budc 1 va buGc 2
chuyén ti€p cé STTB ngang nhau (28 thang va 32
thang, p=0,14) [7]. So vdi cac nghién ciu diéu tri
budc 2 va duy tri véi erlotinib thi STTB trong
nghién clfu cla chdng toi cao han nhiéu. Su khac
biét nay co 1€ la do BN trong nghién cltu cla
ching t6i chi bao gébm nhitng BN c6 dot bi€n nhay
cam thudc, dan tdi Igi ich STTB cao hon han.

3.2. Mot s6 yéu t6 anh hudéng dén song
thém toan bo

Vi tri exon dot bién trén EGFR. Khi so
sanh thdi gian STTB clla nhdm bénh nhan c6 doét
bién EGFR tir cac nghién clru diéu tri TKIs budc 2
trén thé gidi cling cho thay, STTB & nhom BN co
dot bién cao han nhém khong cé doét bién. Trong
thir nghiém OPTIMAL, khi nghién c(fu trén nhom
BN UTPKTBN cé dot bién EGFR st dung hoda tri
budc 1 that bai chuyén sang diéu tri EGFR TKIs
budc 2 thay rdng, STTB cao hon so vGi BN khong
dugc s dung TKIs va cao han khong diéu tri (32
thang so véi 14,3 thang va 11,2 thang), su’ khac
biét la cé y nghia thong ké véi p=0,0001. Tac gia
cling nhan thay, d6i v8i BN co dot bién EGFR,
viéc diu tri v&i TKIs & bt ki thdi diém nao déu
co Igi vé sdng thém hon la khong diéu tri TKIs.
Hai nhém diéu tri TKIs budc 1 va budc 2 chuyén
ti€p co6 STTB ngang nhau (28 thang va 32 thang,
p=0,14) [7].

Phan tich da bi€n bang md hinh hoi quy Cox
cho thay loai dot bién la yéu to tién lugng doc
I3p anh hudng dén STTB cla BN (p=0,024;
HR=0,385, CI: 0,168-0,881). BN c6 dot bi€n trén
exon 19 giam 62% bién cd t&r vong so vdi dot
bién trén exon 21. Nghién clru diéu tri erlotinib
budc 1 OPTIMAL c6 so sanh STKTT & BN c6 dot
bién L858R so vdi exon 19 cho két qua HR=1,92;
CI:1,19-3; p= 0,02. Trong nghién clfu OPTIMAL,
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phan tich trén nhdm BN diéu tri hda tri that bai
chuyén sang erlotinib c6 két qua STTB cao hon
khi c6 dot bién trén exon 19, it thay ddi thdi gian
STTB néu cd dot bién trén exon 21 [8]. Nghién
clu cta Lé Thu Ha vé diéu tri erlotinib budc 2
sau hda chat ciing cho két qua tuong tu, vdi
p=0,030; HR=0,458, CI: 0,241-0,812 [9]. Nhu
vay, cd thé thdy rang loai dot bién ciing anh
hudng dén s6ng thém. BN cd dot bién trén exon
19 cé STKTT va STTB cao han exon 21.

Tac dung phu trén da. Nghién cfu mai lién
quan STTB véi tinh trang ndi ban trén da khi
diéu tri cho thay: Trung vi STTB, ty |Ié STTB sau
1 ndm, 2 ndm & nhdm BN cd ndi ban cao hon ¢
y nghia théng ké so v8i nhém BN khdng cd ndi
ban (35 thang so vdi 24 thang; 100% so vGi
82,6%; 64,7% so Vi 47,8%) (p=0,04). Pudng
cong biéu dién STTB ciing thdy rd anh hudng
tich cuc tir nhdm BN c6 biéu hién ndi ban so véi
nhdm bénh nhan khéng ndi ban. K& qua nay
tuong dong véi két qua tir nghién clru TOPICAL
(nghién cru pha III trén nhém BN khong dung
dugc hda tri do thé trang kém) cho thdy 59%
nhirng nguGi dung erlotinib cé ban ngay trong
chu ky dau tién co thgi gian STTB t6t hon (HR=
0,76, 95% CI 0,63-0,92, p= 0,0058) ngugc lai
nhitng trudng hop khéng ndi ban cd STTB thap
hon nhém dung gia dugc [10].

Tuy nhién, phan tich da bién bang mé hinh
hdi quy Cox cho thdy ndi ban khég phai 1a yéu t&
tién lugng doc lap anh hudng dén STTB
(p=0,073; HR=0,5; 95%CI: 0,235-1,066). Tuy
nhién, c6 thé do cd mau trong nghién clfu nay
chua du 16n. Mat khac, trén thuc té Idam sang co
nhirng trudng hdp khong cé ban nhung cho dap
('ng rat tét vai thudc. Vi vay, khdng thé dung ban
thay xét nghiém dé tién lugng dap (g thudc.

V. KET LUAN

Qua két qua nghién clu vé thgi gian song
thém toan bo va mot s6 yéu té anh hudng dén
thdi gian song thém toan b6 trén bénh nhan ung
thu phdi giai doan IV dudc diéu tri khang EGFR
sau hoa chat budc mot cho thay:

ThGi gian STTB trung binh la 29,4 + 2,4
thang, trung vi la 27 + 4,5 thang. STKTT t6t hon
trén bénh nhan cé dét bién EGFR & exon 19 va
¢6 tac dung phu trén da.
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NGHIEN C(*U CHE TAO BUONG CACH AM PE PO SU’C NGHE
Nguyén Thanh Vii*, Tran Phan Chung Thiy*,

TOM TAT

T6 chiic Y t€ thé& gidi uGc t|nh rang c6 1.7% tré
dudi 15 tudi bi nghe kém & cadc mdc dd khac nhau,
tuong, dudng vdi 32 trle_u tré em trén toan thé g|d|
Nam A la khu vuc c6 tré bi nghe kém cao nhat thé gidi
(2.4%), ti€p theo dd 1a khu vuc Chau A Thai Binh
Duong, chiém khodng 2% tré dusi 15 tudi bi nghe
kém. Theo thong ké trén, chung t6i udc tinh nhu cau
buong do cach am rat Idn va can dat tiéu chuén cach
am dé phuc vu cong tac kham chira bénh, ngh|en clru
khoa hoc va dao tao. Thém vao doé lasu phat trién cla
nén cong nghlep nén nhu cau do kham stic khde cho
c6ng nhan va anh erdng cla t|eng on cdng nghiép 1én
he thong th|nh g|ac nén nhu cau theo ddi anh erdng
cua t|eng 6n dén sic nghe |a cip thiét. D& danh g|a
chinh xac mdc do6 nghe kém chung thuc hlen cac
nghiém phap do suc nghe trong moi tru‘dng yen tinh
hay cu thé hon a buong do dugc cach am véi moi
trudng bén ngoai. Hién nay cé hai loai budng céch
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am: Phong cach am co dinh va Bubng cach am di
dong Du la Phong cach am co dinh hay Buong cach am
di dong cling phai tuan thl céc tiéu chuan cach am.

T khoa: nghe kém, bubng cach am, may do
thinh luc.

SUMMARY
STUDY AND FABRICATE ACOUSTIC BOOTH

USING FOR HEALTH CARE

The World Health Organization estimates that
1.7% of children under the age of 15 have some
degree of hearing loss, equivalent to 32 million
children worldwide. South Asia is the region with the
highest number of children with hearing loss in the
world (2.4%), followed by the Asia Pacific region,
accounting for about 2% of children under 15 years of
age with hearing loss. According to the above
statistics, we estimate that the need for soundproof
chambers is very large and needs to meet soundproof
standards to serve medical examination and
treatment, scientific research and training. In addition
to the development of the industry, the need to
measure the health of workers and the impact of
industrial noise on the hearing system, the need to
monitor the effect of noise on hearing is urgent. To
accurately assess the degree of hearing loss, they
perform hearing tests in a quiet environment or more
specifically, a chamber that is soundproofed from the
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