VIETNAM MEDICAL JOURNAL N°2 - APRIL - 2021

rang anh chup bang dién thoai di ddng co thé 1a
cdng cu tin cdy dé chan doan sau réng.Tuy vay,
chung t6i dua ra két luan gidng nhu cac nghién
cltu khéc trén thé gidi rang phuang phap chan
doan sau rang qua anh chup cé do dac hiéu cao,
d6 nhay chép nhén dudgc so véi quy dinh cta to
chirc y t&€ thé gidi va phu hdp dé€ lam phuong
phap chan doén & cong doéng. Hon nira, phu‘dng
phap nay s dung cong cu pho bién, cd san, gan
glii v8i moi ngudi, cd tiém ndng phé cap su dL_lng
trong gia dinh lam cong cu kham sang loc ban
dau. Cubi cung, phucng phap tao ra mot cg s@
dir liéu to 16n @€ luu trlr, 1am cong cu day hoc,
thuan tién tham khao y kién chuyén mon cta cac
chuyén gia.

V. KET LUAN

Qua nghién clruthuc trang bénh sau rang qua
kham lam sang trén 250 sinh vién ndm th& nhat
nganh diéu du8ng, trudng Cao ddng Y t&€ Ha
Pong, ndm hoc 2019-2020cho thay ty I€ sinh
vién sau rang nhém rang ham Ién tuong doi cao
93,2% qua kham lam sang. Sau rang dudgc phat
hién & mat nhai nhiéu han mat ngoai. B6 nhay
va do ddc hiéu cla chdn doadn sdu rdng nhém
rang ham Ién tuang dGi t6t. Mat nhai c6 d6 nhay

cla chan doéan séu rdng nhém rang ham I6n cao
han mat ngoai. Do chinh xac déu I6n han 80%.
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KET QUA PIEU TRI UNG THU' PHOI KHONG TE BAO NHO
CO POT BIEN EGFR HIEM BANG THUOC U'C CHE TYROSINE KINASE
(TKIs) THE HE 1 VA 2

TOM TAT

Céac dot bién hiém va d@t bién kép chi€ém ty Ié dudi
10% trong 3] ung thu phoi c6 dot bién EGFR, thudng
c6 dap u‘ng vGi TKIs thé hé 1 kém hdn cac dot bién
thudng gap. Muc tiéu: Nhan xét mot s§ dic diém
bénh hoc cta ung thu phdi khdng t& bao nhé giai
doan tién xa cd dot bién EGFR hiém va danh gia ty 1€
dap 'ng cta nhédm bénh nhan nay véi TKIs thé hé 1
va 2. Déi tugng va phuong phap M6 ta hoi clru 29
bénh nhan ung thu phdi khéng t& bao nhé giai IV co
dbt bién EGFR hiém hosc kép Két qua: Cac vi tri dot
bién hiém gdp trong nghién cttu la: G719X, S768I,
L861Q. DOt bi€én kép 7/29 bénh nhan (24%) Ty Ie
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dép (ng va kiém soat bénh vdi TKIs thé€ hé 1 a
41,7% va 66,7%; vGi TKIs thé hé 2 la 82,3% va
88,2% K&t luan: TKI thé hé 1 va 2 co hiéu qua & mot
sO dot bién EGFR hiém va kép, TKIs thé hé 2 cd ty lé
dép (’ng va kiém soat bénh cao hon TKIs thé hé 1.

Tur khoa: Ung thu ph&i khéng t& bao nhd, dot
bién EGFR, thudlc Uc ché Tyrosine Kinase.

SUMMARY
TREATMENT RESULTS OF ADVANCED NON
SMALL-CELL LUNG CANCER HARBOURING
UNCOMMON EGFR MUTATIONS BY FIRST
AND SECOND GENERATION TYROSINE

KINASE INHIBITORS

Rare mutations and double mutations account for
less than 10% of lung cancers with EGFR mutations,
often with a worse response to 1st generation TKIs
than common mutations. Objective: To review some
pathological features of advanced non-small cell lung
cancer with rare EGFR mutation and to evaluate the
response rate of this group of patients to 1st and 2nd
generation TKIs. Subjects and methods:
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Retrospective description of 29 patients with stage IV
non-small cell lung cancer with rare or double EGFR
mutation Results: The rare mutation sites in the
study were: G719X mutation, S7681 mutation, L861Q
mutation. Double mutations 7/29 patients (24%). The
response rate and disease control with 1st generation
TKIs was 41.7% and 66.7%; with 2nd generation
TKIs 82.3% and 88.2%. Conclusion: 1st and 2nd
generation TKIs are effective in rare and double EGFR
mutations, and 2nd generation TKIs have a higher
rate of disease response and control than 1st
generation TKIs

Keywords: Non-small-cell lung cancer, EGFR
mutations, Tyrosine Kinase Inhibitors.

I. DAT VAN DE

Ung thu phdi khdng t& bao nho (UTPKTBN)
chiém ty 1& 80-85% céc loai ung thu phoi. Véi
nhitng hi€u biét méi vé con dudng dan truyén
tin hiéu té bao, diéu tri UTPKTBN giai doan ti€n
Xa cO rat nhiéu ti€n bd trong thgi gian gan day,
thay d6i tién lugng dang k& cho nhém bénh
nhan nay. POt bién EGFR (Epidermal Growth
Factor Receptor) chiém ty 1€ 30-40% trong sO
bénh nhan Viét Nam [1]. D6t bién EGFR thudng
Xay ra g exon tUr 18 dén 21 cla gen EGFR. Trong
do, dot bién mat doan & exon 19 va dét bién
thay thé L858R & exon 21 chiém chu yéu (85%-
90%), diéu tri bang EGFR Tyrosine Kinase
inhibitors (TKIs) c6 cai thién han so véi hoa tri ti
I& dap Ung (ORR) (71,2% vdi 47,3%, P<0,001)
va s6ng thém khong tién trién (PFS) (10,9 thang
vGi 7,4 thang, P<0,001) [2]. Cac dot bién gen
EGFR hiém la cac dot bién co ty I1€ gap thdp 8%-
12,4%, co ti |é dap Ung véi TKIs va PFS thap
hon so véi cac dot bién thudng gap (trung vi PFS
5,0 thang, ORR 48,4%)[3,4]. TKI thé hé 2
Afatinib cé tai Viét Nam tir cudi 2018 va tré
thanh 1a Iuva chon t6i uu cho cac bénh nhan cé
dot bién hiém. Trudc thdi diém dd, cac bénh
nhan cd dot bién hi€m dudc diéu tri bang TKI
thé hé 1. Cho tdi nay, chua cd danh gid nao tai
Viét Nam vé két qua diéu tri cia nhdm bénh
nhan nay. Vi vay, ching téi tién hanh dé tai nay
nham hai muc tiéu:

- Nhén xét mét sé dic diém bénh hoc cua
ung thu’ phoi khéng té bao nho giai doan tién xa
co dot bién EGFR hiém

- Danh gid ty Ié dap ung cda nhom bénh
nhan nay vdi TKIs thé hé 1 va 2
II. DOI TUONG VA PHUO'NG PHAP NGHIEN CU'U

2.1. PG6i tugng nghién ciru. Bénh nhan
ung thu phdi khdng t€ bao nho giai doan IV c6
dot bién hi€m hodc dot bién kép cia gen EGFR
diéu tri badng TKIs thé hé 1 va 2 tai Bénh vién K
tir 1/2017 dén 6/2020

Tiéu chuan chon:

- C6 it nhat mot tén thuong dich do dugc

- Diéu tri budc 1 bang TKIs thé hé 1 hodc 2

- C6 két gua m6 bénh hoc va xét nghiém dot
bién trén mau md bang Giai trinh tu gen thé hé
mdi (NGS) hoac Real time PCR

Tiéu chudn loai trir: Dot bién Chén doan va
T790M nguyén phat & exon 20 khong kem vdi
mot dot bién thudng gap nhay thubc

2.2. Phuong phap nghién ciru: Mo ta cat
ngang, hoi cliu

- Ghi nhan cac théng tin vé dac diém bénh hoc

- Diéu tri: Bénh nhan dudgc diéu tri theo mot
trong 3 thubc TKIs: Erlotinib 150mg/ ngay;
Gefetinib 250 mg/ngay; Afatinib liéu khdi tri
30mg/ngay, tdng giam liéu tuy theo dung nap
cta bénh nhan. Cac thudc dugc udng dén khi
bénh tién trién hodc ddc tinh khdng dung nap
dugc. X0 ly cac tac dung khdng mong muén
theo hudng dan st dung.

NEu bénh nhan c6 di cdn ndo va phai phéi
hgp véi xa tri toan ndo hoac xa phau thi khéng
chon tén thuong ndo lam tén thuong dich

-Pénh gid ddp Ung: Theo tiéu chuén
RECIST1.1. vao thdi diém 3 thang tir khi bat dau
diéu tri _

2.3. Chon mau: Thuan tién, thu nhan 29
bénh nhan.

Il. KET QUA NGHIEN cU'U
3.1. Mot sd dic diém bénh hoc
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Biéu dé 3.1. Phén bé tudi
Nh3n xét: Tubi trung binh 56,2 (31-72).
Nhém 50-60 tudi chiém ty I& cao nhat. Gigi nam/
nir = 16/13. Ty |é hat thubc 16/29 bénh nhan
Bang 3.1. Mot s6 dac diém bénh nhan

Tinh trang Szﬁ;’:h ?,’/:‘)-e
Chi s6 ECOGPS 0 13 44,8
toan ECOGPS 1 12 41,4
trang ECOG PS 2 4 13,8
Vi tri Phdi ddi bén 10 34,5
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Mang phoi
Nao
Gan
Xuong
Thugng than

27,6
24,1
13,8
34,5
20,7

di can
pho
bién

—
o 5|~ [N

B Exon 21
(1861Q)

B Exon 20
(S768l)
Exon 18
(G719X)

¥ Exon 19
(LREA)

Biéu db 3.2. Cic loai dot bién
Nhan xét: 7/29 Bénh nhan dot bién kép, 10
bénh nhan c6 dot bién G719X, 7 bénh nhan dét
bién S768I, 4 bénh nhan dot bién 1861Q, 1 bénh
nhan dot bién LREA
3.2. banh gia ty Ié dap &rng
Bang 3.2. Ty Ié dap ung vdi TKI thé hé 1 va 2

A Loai TKIs o
eawy | TREhe 1| Thenez | (000,
" | (N/%) | (N/%)

Hoan toan 0 (0) 0 (0) 0 (0)
Mot phan | 5 (41,7) | 14 (82,3) [ 19 (65,5)
Bénh &

Tt | 3es0 | 1659 | 4038
Be?r?é’ﬂen 4(333) | 2(11,8) | 6(20,7)
Téng | 12(100,0) |17(100,0)29(100,0)

Nhan xét: Ty |1é dap (ng 65,5%; ty 1€ kiém
soat bénh 79,3%. Ty 1& dap Ung va kiém soat
bénh cla TKI thé hé 1 va 2 tuong Ung la 41,7%
va 66,7% so vGi 82,3% va 88,2%.

Bang 3.3. Ty Ié dap ung vdi tung loai dot bién

Vi tri d6t bién| TKI Thé hé 2 [ TKI thé hé 1
Pap |Khong| Pap |Khong
i‘ng | DU | irng | PU

Exon 21 1816Q 3 0 1 0

Exon 20 S768I 5 1 1 0

Exon 18 G719X| 5 2 1 2

Exon 19 (LREA)| 0 0 0 1

Kép 1 0 2 4
Tong 14 3 5 7

IV. BAN LUAN

Nghién clfu clia ching t6i thu nhan dugc 29
bénh nhan. Tudi mac bénh trung binh la 56,2,
nam/nif 1a 16/13, phan Idn cac bénh nhan co chi
s6 toan trang PS 0,1. Vi tri di can hay gap nhat
la phéi d6i bén va xucng déu chiém ty 18 34,5%.
Cac vi tri dot bi€én hiém gap trong nghién clu la:
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10 bénh nhan c6 dot bién G719X, 7 bénh nhan
dot bién S768I, 4 bénh nhan dot bién L861Q, 1
bénh nhan dot bién LREA. Ngoai ra, nghién clru
clia ching t6i cling thu nhan dudc 7/29 bénh
nhan cé dot bién kép. Trong nghién clu cla
James C-H Yang va cs, trong s6 600 bénh nhan
c6 dot bién EGFR & 3 nghién clru LUXLUNG 2, 3,
6 ty &€ bénh nhan dot bién hiém la 12%. Trong
s6 nay, cac dot bién hiém hay gap la dot bién
G719X (18/75 bénh nhan), L861Q (16/75 bénh
nhan); S768I (9/75 bénh nhan)[5]. K&t qua nay
tugng tu’ nhu trong nghién clu cla chdng toi.

VEé ty |é dap Ung, afatinib dudc cho la TKIs cé
hiéu qua cao nhat d6i véi dot bién hiém va dét
bién kép. Trong nghién clru cla James C-H
Yang, ty 1é dap U'ng cla vdi afatinib cac bénh
nhan nhém 1 (bao gom dot bién hi€ém hoac kép
exon 18-21 loai trir T790M va dot bién cheén
doan exon 20) la 71,1%; s6ng thém khdng ti€n
trién (PFS) va s6ng thém toan bd (0S) dat dugc
rat tot, lan luct la 10,7 thang va 19,4 thang,
ngang vdi két qua diéu tri dot bién thudng gap
bang TKIs thé€ hé 1 [2]. Nghién ciu cla ching
t6i cling cho mot két qua tuang tu véi ty 1€ dap
Ung cua afatinib la 82,3%. Pap Uing cua TKIs thé
hé 1 thap haon so véi TKIs thé hé 2 trong nhém
bénh nhan nay. Theo tac gia Shen YC, trong 51
bénh nhan cd dot bién hiém (loai trir dot bién
chén doan exon 20, ty 1€ dap ng vdi TKIs thé
hé 1 va 2 [an Iugt 13 50% va 62,5% (p=0,35),
khac biét vé PFS rat ro rét (3,6 thang so vdi 11
thang véi p=0,03) [6]. Cling theo tac gia nay,
dot bién kép cho két qua diéu tri kha tot vai ca
hai thé hé TKIs. Trong nghién c(fu clia ching toi,
ty 1&é dap 'ng véi TKI thé hé 2 ciing cao hon so
vGi TKI thé hé 1, c6 1 bénh nhan c6 dot bién kép
diéu tri thé hé 2 cb dap Ung, trong khi chi cé 2/6
bénh nhan dot bién kép dap Ung véi TKI thé hé
1. Theo tac gid Barbara Klughammer, hai dot
bién cd két qua cao vdi TKI thé hé 1 la dot bién
G719 & exon 18 va S768I & exon 20 [7]. Trong
nghién clflu cta chdng t6i hai dot bién nay ty Ié
dap Ung rat t8t vi TKI thé hé 2, Ian Iuct 5/7 va
5/6 bénh nhan cé dap (ing.

V. KET LUAN

Nghién clu 29 bénh nhdn ung thu phéi
khong té bao nho giai doan tién xa c6 dot bién
EGFR hiém hodc kép, diéu tri bang TKIs thé hé 1
va 2 chlng t6i rit ra nhitng két luan sau:

- Tubi trung binh 1a 56,2, nam/n{r 1a 16/13

- Cac vi tri dot bién hiém gap trong nghién
ctu la G719X, S768I, bién L861Q. DOt bién kép
7/29 bénh nhan (24%).
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- Ty 1& dap Ung va kiém soat bénh vai TKIs
thé hé 1 13 41,7% va 66,7%

- Ty 1& dép Ung va kiém soat bénh vai TKIs
thé hé 2 1a 82,3% va 88,2%
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DANH GIA HIEU QUA SAT KHUAN CUA DUNG DICH CHLORHEXIDINE
2% TREN TUY RANG HOAI T’ BANG KY THUAT REAL - TIME PCR

Dwong Thu Huong*, Huynh Pham Thao Nguyén*,
Huynh Cong Nhat Nam*, Nguyén Thu Thiy*, Pham Vian Khoa*

TOM TAT

Muc tiéu: Panh gid hiéu qua sat khuén cla dung
dich chlorhexidine 2% trén tdy rang hoai t&r bang ky
thudt Real - time PCR. Vat liéu va phuong phap:
Nghién clru thir nghiém lam sang, danh gia lugng vi
khu&n trén 32 réng hoai tr tdy & giai doan trudc va
sau khi diéu tri véi dung dich CHX 2% bang ky thuat
real — time PCR. K&t qua: Lugng vi khuin con lai trén
32 rang hoai tir tly sau khi diéu tri bang dung dich
CHX 2% thap han lugng vi khudn ban d3u cd y nghia
thdng ké& (p<0,001). Trung vi lugng vi khuén ban dau
la 1770x103 DU va sau khi diéu tri chi con 16,55x103
DU.S8 lugng vi khuén trén cic nhdm réng trudc, rang
c6i nho va rang cbi 16n hoai tir tiy déu gidm cd y
nghia thdng ké sau dugc diéu tri véi dung dich CHX
2% (p < 0,05), lugng vi khudn con lai sau diéu tri
cling khong khac biét & ca ba nhém rang (p > 0,05).
S6 lugng vi khuan & céc réng hoai tor tly cd 16 tdy va
khong 16 tiy déu giam cd y nghia sau khi diéu tri vdi
dung dich CHX 2% (p < 0,001), lugng vi khuan con lai
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G nhom 16 tdy cao han nhém khong 16 tdy cd y nghia
thdng ké (p < 0,05). Két luan: Dung dich CHX 2%
cho hiéu qua diét khuan t6t trén tit cd cac réng hoai
tlr thy, k& c& nhém rang hoai tir tay cé 16 tay va
khong 16 tay.

Td khoa: Chlorhexidine, natri hypoclorite, nhiém
khuan ndi nha, real-time PCR

SUMMARY
EVALUATE THE ANTIMICROBIAL EFFICACY
OF 2% CHLORHEXIDINE SOLUTION ON

NECROTIC PULP BY REAL — TIME PCR

Objectives: To evaluate clinical antimicrobial
efficacy of 2 % CHX solution on human root canals
containing necrotic pulp tissue by real-time PCR.
Materials and methods:Clinical trial study, evaluate
the bacteria amount by real — time PCR on 32 root
canals containing necrotic pulp before and after being
irrigated with 2% CHX solution. Results:The amount
of bacteria remained in root canals after treatment
was significantly lower than the initial bacterial load
(p<0.001). The amount of baseline bacteria was
1770x103 DU and after treatment was only 16.55x103
DU. Bacteria on the anterior teeth, premolar and
molar teeth all decreased significantly after being
treated with 2% CHX solution (p<0.05), there was no
difference about the remaining bacteria after
treatment in three teeth groups (p>0.05). The
amount of bacteria in the necrotic pulp with and
without exposing pulp chamber both decreased
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