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KET QUA PIEU TRI BU'O'C 2 BANG OSIMERTINIB BENH UNG THU' PHOI
KHONG TE BAO NHO €O POT BIEN EGFR TAI BENH VIEN BACH MAI

TOM TAT

Muc tiéu: Danh gia két qua diéu tri budc 2 bang
Osimertinib bénh ung thu phoi khéng t€ bao nhd giai
doan IV c6 dot bién EGFR. Pi tugng va phudng
phap nghlen cfu: Nghién clru mo ta hoi clru két hdp
tién clru cd theo doi doc dugc tién hanh trén 41 benh
nhan ung thu ph0| khéng t& bao nhd giai doan IV c6
dot bién EGFR that bai sau diéu tri EGFR-TKIs thé hé
1,2 xudt hién dot bién khang thudéc T790M dugc diéu
tri bang osimertinib tai Trung tdm Y hoc hat nhan va
Ung budu Bénh vién Bach Mai tur thang 01/2018 dén
hét thang 02/2022, theo d6i dén hét thang 8/2022.
Két qua: Ty Ié dap Ung toan bd cua Osimertinib budc
2 la 61%, ty lé kiém soat benh 85,4%, trung vi thoi
glan song benh khong tién trlen (PFS) 11 thang, trung
vi PFS nhém ngudi bénh c6 dot bién Del 19 13 11
thang cao hon so véi nhom dot bién L858 R 1a 6
thang, su’ khac biét c6 y nghia thdng ké vai p<0,05.
Cac tac dung khéng mong muén thudng gap nhat la
tiéu chay (41,5%), ban mun (39%), da khé (26,8%),
viém méng (24,4%). Hau hét déu & mic do nhe,
khong c6 bénh nhan nao pha| giam liéu diéu tri. Két
luan: Phéac do osimertinib ¢ hiéu qua €ao va an toan
trong diéu tri budc 2 bénh ung thu' phéi khdng té& bao
nhé giai doan IV c6 dot bién EGFR.

T khéa: Ung thu phdi khdng t& bao nho, dot
bién EGFR T790M, osimertinib

SUMMARY
RESULTS OF SECOND — LINE TREATMENT
OSIMERTINIB IN NON — SMALL CELL LUNG
CANCER WITH EGFR MUTATION AT
BACH MAI HOSPITAL
Objective: To evaluate the results of second-line
osimertinib treatment in stage IV non-small cell lung
cancer with EGFR mutation. Subjects and methods:
A descriptive cohort study was conducted in 41
patients with EGFR mutation positive stage IV non-
small cell lung cancer who failed after first- and
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Nguyén Thi Lyu’, Pham Cam Phuong?

second-generation EGFR-TKIs therapy with presence
of T790M resistance mutation was treated with
osimertinib at Nuclear medicine and Oncology Center
Bach Mai Hospital from January 2018 to the end of
February 2022 and follow up until the end of August
2022. Results: The overall response rate of
osimertinib was 61%, disease control rate was 85.4%,
the median progression-free survival (PFS) was 11
months, the median PFS in the group of patients with
the Del 19 mutation was 11 months higher than the
L858R mutant group was 6 months, difference were
statistically significant, p<0.05. The most common
side effects were diarrhea (41.5%), rash (39%), dry
skin (26.8%), paronychia (24.4%). Most of them were
mild, and no patient required a dose reduction.
Conclusion: The osimertinib regimen is highly
effective and safe in the second-line treatment of
stage IV non-small cell lung cancer.

Keywords: Non-small cell lung cancer,
T790M mutation, osimertinib

I. DAT VAN DE

Ung thu phdi (UTP) la bénh &c tinh phé bién,
nguyén nhan gay tif vong dirng hang th(r 2 sau
ung thu vu trén thé gidi, cé xu hudng ngay cang
tang nhanh. Theo Globocan, tai Viét nam, nam
2020 udc tinh s& mac mdi UTP khoang 26262
trudng hop (chiém 14,4%) va tir vong khoang
23797 trudng hgp (chiém 19,4%) trong cac loai
ung thu?.

D6i véi UTP giai doan s6m, bénh cd thé kiém
soat dudc bang phau thuat va phoi hgp véi cac
phuong phap bé trg. Nhung thuc t&€ 70% bénh
nhan UTP phat hién & giai doan mudn diéu tri
phtc tap, doi hoi phai phéi hgp da phugng phap
trong do6 vai trd quan trong cla phucng phap
diéu tri toan than. Nghién cliu LUX-Lung 3, 6
ché’ng minh hiéu qua cia EGFR-TKIs (Epidermal
Growth Factor-Tyrosme Kinase Inhibitors: Uc ché
Tyrosine Kinase ciia Thu thé Y&u t§ Phat trién
Biéu bi) th& hé 1, 2 so véi hoda tri dua trén
platinum diéu tri chudn budc 1 cho bénh nhan
ung thu phéi khéng t& bao nho (UTPKTBN) giai
doan tién trién cé dot bién EGFR tai exon 19 (Del

EGFR
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19) va exon 21(L858R)2. Tuy nhién sau mot thai
gian diéu tri, trung binh khoang tir 6 dén 12
thang, bénh nhan s& cé su tién trién bénh va
khong dap Ung vdi thubc TKIs thé hé 1, 2.
Nguyén nhan chi yéu la do xuat hién dot bién
th(r phat T790M (chiém khoang 60%) trén exon
20. Osimertinib la mét EGFR-TKIs thé hé tha 3
da ducc phat trién d€ diéu tri cho nhitng bénh
nhdn UTPKTBN tién trién c6 dét bién T790M.
Nghién clru AURA3 khi so sanh Osimertinib vGi
héa tri chudn nhdm platinum-pemetrexed trén
bénh nhan UTPKTBN tién trién sau diéu tri liéu
phap EGFR-TKIs xuat hién dot bién khang thudc
T790M cho két qua ty Ié dap Ung, kéo dai dang
k€ thdi gian sdng khdng tién trién, chat lugng
cudc s6ng cao hon han & nhdm bénh nhan diéu
tri Osimertinib. Dong thdi Osimertinib cd kha
nang dung nap tot, véi tuong ddi it bénh nhan
ngirng diéu tri vinh vién vi cac tac dung phu3.
Chinh vi vay Hiép hoi ung thu chau au khuyén
cao Osimertinib dugc chi dinh diéu tri budc 2
trong UTPKTBN cé dot bién EGFR giai doan tién
xa that bai sau diéu tri EGFR-TKIs thé hé 1,2 c6
dot bién T790M ducdng tinh*. Tai Viét Nam,
Osimertinib dugc chap thuan diéu tri tor nam
2018, dén nay chua cd nghién cltu nao dé cap
dén van dé nay. Do do chung toi ti€n hanh dé tai
nay véi muc tiéu: Panh gid két qua diéu tri budc

2 béng Osimertinib bénh ung thu phdi khéng té

bao nho giai doan 1V co dot bién EGFR

Il. DOI TUONG VA PHUONG PHAP NGHIEN CUU

2.1. Pai tugng nghién ciru: gom 41 bénh
nhén ung thu phdi khdng té bao nho giai doan
IV cb dét bién EGFR that bai sau diéu tri EGFR-
TKIs thé hé 1,2 xuat hién dot bién khang thudc
T790M dugc diéu tri bang osimertinib tai Trung
tam Y hoc hat nhan va Ung budu (YHHN va UB)
Bénh vién Bach Mai tir thang 01/2018 dén hét
thang 02/2022, theo d&i dén hét thang 8/2022

Tiéu chuén lua chon:

- Pugc chan doan xac dinh 1a ung thu phdi
nguyén phat khdng t& bao nho bang md bénh hoc.

- UTPKTBN giai doan IV (theo phan loai [an
th(r 8 clia AJCC nam 2017) cé dét bién EGFR

- D3 diéu tri EGFR-TKIs thé hé 1, 2

- C6 bang ching vé su tién trién cla bénh
sau liéu phap EGFR-TKIs dau tién 3

- Dot bién T790M (+) dugdc xac dinh tir mau
sinh thiét md hodc huyét thanh sau khi tién trién
bénh.

- Bugc diéu tri it nhat 3 chu ky (3 thang)

- Khong cb cac bénh noi khoa ndng (suy gan,
suy than, suy tim ndng)

- C4 thong tin day du

Tiéu chuan loai trir

- NguGi bénh c¢6 chdng chi dinh diéu tri
Osimertinib (qua man véi hoat chat hodc bat ki
thanh phan ta dugc nao cta thudc)

- Ngugi bénh bd da diéu tri khong phai vi ly
do chuyén mon

2.2. Phuong phap nghién ciru:

Thiét ké nghién ciau: Mo ta hoi cu két
hgp tién ctru co theo ddi doc

Chi sé, bién s6 nghién cuu:

- Tudi, gidi, toan trang (PS) clia ngudi bénh

- Loai m6 bénh hoc ctia UTPKTBN

- Triéu chirng 1dm sang, can 1dm sang (chan
doan hinh anh, cong thi'c mau, sinh héa mau
trudc, trong va sau diéu tri)

- SO dgt diéu tri, liéu diéu tri

- MUc do6 dap Ung:

+ Dap ’ng khach quan (theo RECIST 2.1)

+ Thdi gian dap Ung: tinh tr ngay c6 dap
('ng dén khi bénh tién trién

+ Thdi gian s6ng thém bénh khong tién
trién: tinh tir ngay bat dau diéu tri dén khi bénh
tién trién

+ Su tuong quan giifa thgi gian s6ng thém
khéng bénh tién trién vdi tinh trang dét bién EGFR.

+ DOoc tinh trén hé huyét hoc va ngoai hé
huyét hoc

. KET QUA NGHIEN CUU
Bang 1: Pac diém chung cua déi tuong
nghién cau

Bién s0 n [Tylé%
Gii Nam 12 29,3
NT 29 | 70,7
N Trung binh 63,1
Tuoi Khoang tudi 42-79
PS<1 31 75,6
ECOG PS PS>2 10 | 244
M6 bénh | Ung thu biéu mo
hoc tuyén 41 100
DOt bién Del 19 32 78
EGFR L858R 9 22
Giai doan Giai doan IV 41 100
e Co di can ndo 11 26,8
Di can ndo meran o di cdin ndo | 30 | 73.2

ECOG PS (Eastern Cooperative Oncology
Group performance status - Tinh trang hoat
dong cla ngudi bénh theo phan loai cia Nhém
Ung thu Hop tac Mién dong), EGFR (Epidermal
Growth Factor Receptor- Thu thé Yéu t§ Téng
trudng Biéu bi)

Nhén xét: Tubi trung binh 63,1, tudi nhd
nhat 42, I6n nhat la 79. Ty Ié nit (79,7%) gap
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nhiéu han nam (29,3%). 100% ngudi bénh dugc

chén doan UTP biéu md tuyén, giai doan IV. Pot

bién Del 19 thudng gap chiém 78%, dot bién

L858R it gap han chiém 22%. C6 11/41 ngudi

bénh chiém 26,8% dugc chan doan di cdn n3o.
Bang 2. Ty Ié muc do dap ung

Nhadn xét: Trung vi PFS nhdom ngudi bénh
cd dot bién Del 19 la 11 thang cao han nhém
ngudi bénh trong nhém dot bién L858R (6
thang), véi p<0,05

Bang 3. Tac dung khéng mong muén
cua Osimertinib

Pap U’ng thuc thé n Ty lIé % Phan ina khén PO doc tinh

Dap Ung hoan toan 1 2,4 mong g1u6n 973t ca cac muc do| >do3

Dap ’ng mét phan 24 58,6 n % n| %

Bénh gitf nguyén 10 24,4 Tiéu chay 17 415 | 0] O
Bénh tién trién 6 14,6 Viém niém mac 5 122 0ol o
Tong 41 100 miéng !

Nhdn xét: 25/41 nguGi bénh trong nghién Ban do, not san 14 342 > | a8
clfu dat dap Ung didu tri khach quan chiém ty 1& trén da ’ !
61%. Chi ¢4 6/41 ngudi bénh bénh tién trién Da khd 11 268 | 0] 0
chiém 14,6% Viém ké moéng 10 24,4 0 0

Kéo dai khoang QT] 1 24 0] 0

14.6 Bénh phdi mb k& | 0 0 0] 0
Giam bach cau 3 7,3 0] 0

Giam tiéu cau 4 9,7 0] 0

|
VSSA

= Kiém soat bénh Tién trién

Biéu dé 1. Ty Ié kiém soét bénh
Nhdn xét: Ty 1& kiém soéat bénh (dép (ng
hoan toan, dap Ung mot phan va bénh gilf
nguyén) dat 85,4%

1§ séing thém khéng bénh tién trién

Biéu db 2. Thoi gian séng bénh
khéng tién trién
Nhdn xét: Trung vi thGi gian s6ng bénh
khéng tién trién (PFS) dat 11 thdng. Ngan nhét 2
thang, dai nhat 36 thang. PFS =6 thang dat 86,5%

1§1& séng thém bénh khang tién trién

Biéu db 3. Thoi gian séng thém
khodng tién trién theo dot bién EGFR
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Nhan xét: Hau hét cac doc tinh gap 6 muc
d6 nhe (d0 I, II), cac doc tinh hay gap khi diéu
tri bang osimertinib la tiéu chdy 41,5%, ban da
39%, da kho 26,8%, viém k& méng 24,4%

IV. BAN LUAN

4.1. Pic diém chung cha dbi tugng
nghién ciru. Nghién cru clia chdng toi trén 41
ngudi bénh méc ung thu phdi biéu md tuyén giai
doan IV c6 dot bién EGFR da that bai diéu tri
EGFR-TKIs thé hé 1, 2 xudt hién dot bién T790M
dugc diéu tri bang osimertinib. TuGi trung binh
ctia nhdm ngudi bénh nghién ciru 1a 63,1 tudi,
nif nhiéu han nam tucong ’ng 70,7% va 29,3%,
tinh trang dét bién gen tai Del 19 (78%) gap
nhiéu haon so vdi dét bi€n L858R (22%), ngudi
bénh c6 ECOG PS =2 chiém 24,4%. Cac nghién
cllu déu cho thdy nguy cd mac bénh ung thu
tdng theo d6 tudi véi do tudi thudng gdp 40-70
tudi, do cé qua trinh lao déng va nguy cd tiép
xuc, tich Iuy vGi cac yéu t6 sinh bénh cao han Ira
tudi khac. Pai véi UTPKTBN cd dot bién gen
EGFR xu hudng gap & nif nhiéu han nam gigi
dac biét la nir khong hat thudc, dot bién tai vi tri
Del 19 hay gdp han so véi dot bién diém L858R.
Khac véi hoa tri thudng dung dudng tinh mach
va dugc chi dinh cho ngudi bénh cd chi s6 toan
trang tot (PSO,1), cac TKIs dung dudng ubng
mang lai su tién Igi cho ngudi bénh va dugc chi
dinh cho cac d6i tugng cé chi s6 toan trang <3.
P&c diém bénh nhan trong nghién cliu cla
ching toi cling tuong dong trong cac nghién clru
chung vé UTP KTBN giai doan IV co6 dot bién
EGFR nhu nghién clru AURA3, Satoshi Igawa va
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Cs (2019), Auliac va Cs (2018) 356

4.2, Két qua diéu tri. Ngay nay vdi su ti€én
bd cla chan doan hinh anh, viéc danh gia dap
{'ng khach quan dua trén su thay ddi kich thudc
khéi u, cling nhu phét hién cac tén thuong mdi
trd nén dé dang va chinh xac han. Biéu nay gitp
cho bac si diéu tri c6 dugc cai nhin khach quan,
gitp lua chon dudc phuong phap diéu tri thich
hgp cho nguGi bénh. Trong nghién ctu nay,
ching tdi s dung tiéu chuidn danh gid khach
guan cho khoi u dac theo RECIST. Két qua cho
thay ty Ié dap Ung khach quan dat 61%, trong
ddé 1 ngudi bénh dat dap ing hoan toan chiém
2,4%, ¢4 14,6% ngudi bénh tién trién. Ty I&
kiém soat bénh dat 85,4%. Cac nghién clru trén
thé gidi cling déu cho thdy hiéu qua uu viét cua
osimertinib trong diéu tri budc 2 bénh UTPKTBN
sau that bai vi EGFR-TKIs thé hé 1, 2 nhu trong
nghién cru AURA3, ty Ié€ dap ng khach quan, ty
lé kiém sodt bénh dat tuong Ung 70%, 93%
trong nhdm osimertinib so véi hda tri chi dat
31%, 74%3. Nghién c(u phéan tich téng hop tur
11 th& nghiém lam sang danh gid hiéu qua
osimertinib budc 2 cla tac gid Lilan Yi va Cs
(2019) cho két qua ty Ié dap U'ng khach quan dat
58%, ty 1& kiém soat bénh dat 80%7’. Satoshi
Igawa va Cs (2019), danh gia hiéu qua va tinh
an toan cua osimertinib budc 2 cho két qua ty 1€
dap (ng khach quan 58,8%, ty & kiém soat
bénh 82,3%?

biéu tri budc 2 trong UTP giai doan mudn la
mot trong nhitng diéu tri kho khan, nhiéu thach
thirc, tién lugng séng ngdn. Trung binh va trung
vi thSi gian séng bénh khéng tién trién trong
nghién ctru nay: 13,8+ 1,6 thang va 11 thang (it
nhat 2 thang, dai nhat 36 thang), PFS tai thdi
diém 6 thang dat 86,5%. Nghién cliru AURA3
(2017) trén ngudi bénh UTPKTBN cd dot bién
T790M da dugc diéu tri EGFR-TKIs trudc do cho
thdy cd cai thién dang k& cé y nghia thdng ké vé
PFS trén nhanh ngudi bénh diéu tri bang
Osimertinib so vgi nhanh héa tri (10,1 thang so
véi 4,4 thang)?, cac nghién cltu cla Satoshi
Igawa va Cs (2019), Auliac va Cs (2018) ciing
cho thay trung vi PFS [an lugt la 7,8 thang va
12, 4 thang>®.

Nghién clru Satoshi Igawa (2019) so sanh
hiéu qua cla dét bién gen EGFR anh hudng dén
diéu tri osimertinib trén 51 nguGi bénh cho két
qua PFS trong nhdém dot bién Del la 8 thang, cao
hon so v8i nhdm dot bién L858R la 5,2 thang.
Auliac va Cs (2018) cho két qua tuong tu 13,5
thang so vai 9,7 thang gilta Del 19 va L858R, vdi
p= 0,049, Nghién clru cla Michael Offin va Cs

(2019) da ching minh rang ganh ndng dot bién
khGi u & nhitng ngudi bénh c6é dot bién L858R
cao han dang k& so vai nhitng ngudi bénh cé dot
bién Del 19 va nghién ctu ciing cho thay Igi ich
ld&m sang cla liéu phap EGFR thé hé th& 1,2 &
nhém ganh ndng khéi u thap cao hon dang k& so
vGi nhdm ganh nang khoi u cao®. Dua trén
nhitng phat hién nay cé thé dua ra gia thuyét
rang EGFR-TKIs c6 hiéu qua han & nhdm ngudi
bénh dot bién Del 19 so véi L858R do su khac
biét vé ganh ndng khdi u gilta cic ki€u gen.
Trong nghién cu nay két quad cda chung toi
cling cho thdy trung vi PFS trong nhéom Del 19
(11 thang) cao han dang k& so v&i nhém L858R
(6 thang), véi p=0,039. Diéu nay cling ggi y, bac
si lam sang nén xem xét, phan tang dot bién gen
trong diéu tri osimertinib

4.3. Tac dung khong mong mudn. Cac
EGFR cd vai tro trong viéc duy tri kha nang tai
tao va thic day qua trinh tai tao t& bao bi€u md.
Do d6, cac TKIs bén canh viéc Uic ché EGFR té
bao ung thu thi cling Uc ché qua trinh tai tao cua
cac t€ bao bi€u mb lanh tinh, pha v3 I6p hang
rao bao vé nay dé dan dén cac tén thuong trén
da, niém mac (tiéu hda, hé hap..). Trong nghién
clu nay, doc tinh hay gap khi diéu tri bang
osimertinib la cac rdi loan trén hé tiéu hda va cac
r6i loan da, mé dudi da. Tén thudng cac cd quan
nay gay ra cac triéu chiing tiéu chay (41,5%),
ban da (39%), khd da (26,8%), viém k& méng
(24,4%), viém niém mac miéng (12,5%). bay
cling la cac doc tinh phd bién trong cac nghién
cu AURA 3, ty I€ nay lan luct 41%, 34%, 23%,
22%,15%. Nghién c(iu cua Lilan Yi va Cs (2019)
cling cho két qua tuong tu 44%, 42%, 29%,
27%,16%?37. Doc tinh trén huyét hoc bao gom
gidm sb lugng bach ciu 7,3%, tiéu cau 12,2 %,
tat cd déu & mic d6 nhe (d6 I) thudng chi
thoang qua va & giai doan sdm diéu tri. Cac
trudng hop nay déu tu hdi phuc sau do ma
khong can phai can thiép diéu tri. Khong cé
trudng hgp nao say ra doc tinh nghiém trong
trén huyét hoc. Cac nghién clru I6n nhu AURA 3,
Lilan Yi va Cs (2019) ciing cho thay mdc d6 doc
tinh trén huyét hoc do III (gidam bach cau trung
tinh @6 III) la hiém gap véi ty |é khoang 1-2%.
Hau hét cac doc tinh déu 6 mdc d6 nhe (I,II),
khong c6 ngudi bénh nao phai giam liéu hay
ngung vinh vien vi doc tinh cta thudc.
V. KET LUAN

Diéu tri budc 2 bang osimertinib bénh ung
thu phéi khéng t€ bao nhé giai doan IV cd dot
bién EGFR sau that bai EGFR-TKIs xudt hién dot
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bién khang thuéc T790M cho thay hiéu qua tot,
dac biét trén nhom bénh nhan cé dot bién Del19
kéo dai thdi gian s6ng thém khong bénh tién
trién, kha ndng dung nap thuéc tét.
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TAI BENH VIEN PA KHOA THANH PHO VINH NAM 2021-2022

Poan Thi Quyl, Tran Thi Thu Hal, H6 Thi Thao!

TOM TAT

Muc tiéu: Danh g|a déc diém I1a4m sang, can lam
sang va mot so yeu to tién lugng tl_r vong trén bénh
nhan nhiém khuan huyét tai Bénh vién da khoa Thanh
phé Vinh nam 2021- 2022 Poi tugng & phuaong
phap: Nghién clru md ta cat ngang c6 phan tich trén
55 bénh nhan dugc chdn dodn nhiém khudn huyet
diéu tri tai Bénh V|en da khoa Thanh pho Vinh nam
2021-2022. Két qua va két ludn: Bd tudi trung
b|nh 67,7 £ 16,5 tudi; ty Ié nam/nif = 1,1/1; bénh Iy
nén tim mach chiém ty I€ cao nhat 38, 2% dudng vao
clia nhiém tring khong rd chiém ty Ie cao nhat 43,6%,
sot gap d 90,9%; vi khuan E.coli va K.pneumonia Ia
can nguyén gap nhiu nht chiém [4n lugt 58,2% va
16,2%); huyét ap trung b|nh dugi 70 mmHg, aIbumln
mau dugi 35 g/l va tieu cau dudi 100000/mm?3 la cac
yéu t6 lién quan dén tién lugng tor vong

Tu khoa: Nhiém khuan huyét, y&u to tién lugng
tur vong
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SUBCLINICAL AND MORTALITY FACTORS
OF PATIENTS SEPSIS AT VINH CITY
GNERAL HOSPITAL

Objectives: To evaluate clinical, subclinical
characteristics and predictive factors of mortality in
patients with sepsis at Vinh City General Hospital in
2021-2022. Subjects and methods: A cross-
sectional descriptive study with analysis of 55 patients
with  diagnosed sepsis treat at Vinh City General
Hospital from 2021 to 2022. Results and
conclusions: The study subjects have an average
age 67,7 £ 16,5 years old; with a male/female ratio
1,1/1; The entrance of unknown infections accounted
for the highest rate of 43.6%, fever in 90,9%; E.coli
and K.pneumonia were most common with 58,2% and
16,2%, respectively; Mean blood pressure less than 70
mmHg, albumin less than 35g/I and plateles less than
100000/mm?3 were significantly associated with an
increased risk of mortality. Key work: sepsis, predictive
factors of mortality.

I. DAT VAN DE

Nhiém khudn huyét 13 tinh trang réi loan
chlfc nang cd quan de doa tinh mang do dap
U'ng khdng dugc diéu phdi clia co thé vdi nhiém
trung 1 Nhiém khuan huyet la van dé sutic khée
van dé sic khoé toan cau, la nguyen nhan t
vong hang dau & bénh nhan nang nhap vién.
Udc tinh ty 1& nhiém khudn huyét trén toan cau



